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-m&W, -t«>SS^-<^K*fcf4-t©*tt. (ii) 1> 5a^!l## : 

^KSr=—K-r5>Hy ^^V'^KSr-g-^-fS^y Vtf-T-K* (iii 
) IH?iJ#-S§- : 1 > iB^J## : 3 * fi@E?iJ#-5§- : 8 -Cift£*b5X ^ /^SB^J^ 

[6 4] ACTHi4ii> 9v*sis4rm. mt&m, mmmnmmwmm^±.. 

: 1 . IE?«#-§- : 3 l£ fc ttfS?lJ#-§- : 8 X+i&ZfrZ T^J gfeKTiJ t m~ 
SSfx ^OflH^^ttfefctt*©** (ii) m^m^r: 1* 3^ 
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5 efW§7^b«> 

[6 5] ft**!. WIHBK*. ^b— T^H-V*, 

mm. mmm, rmwmmmm, m. temsmmm* mmmm. ®« 

m.^^^V yj utUP-* IMMHfc IHI«#*U fcttWKK* W>f !> ^ 
io Jkk Mttfe ^FFA3E. **ttHBIIfcfe Miff* W 

(i) BW*: 1. 3*fc{iSa?U#^: 8 T***ft5T3 y 

K*fctt*»*te*H-63Mfc (ii) sa^'J 
l£fctt (iii) 1> 3*fcttK«#*: 8T«*n6T? 

[6 6] *h^*iwm nmn^h^v^rx-ji^sm&ams mx** 

© (i) 1> SB^J#^: 3*fc«@a^"J#-i-: 8t?«Sft5r5/« 

But u< tt*wafcn-©75 y wa?imt5G«eir*sai' 
-t^-^ew, Ft fcii^ ot^ts^ft, (ii) mmm 



15 
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(iii) @B^IJ#-^: 1. I2?U#-*§-: 3*fcttE?!l#^: 8 -?3c £ *l 5 T 5 
[6 7] BJW&SDWat*/!'*^ (AC TH) #»il#J&$«£^5tf!:#><D (i 

-s&iCx *©f»^^ K^fci^(Dtw5^ (ii) : 1 x 

BMW'S- : 3 * fc ttffiaift* : 8t*^ti57$y ^SB^J £ R— 1> U < »M 

mzm—<DT^s wm&m sr-^-r soie is-tzf* — m e «^ 

iii) IE?iJ#-^: 1, E?>J#-* : 3 £fcteIB?iJ#-5§- : 8 T**$tt5T5: 7 ^MH^iJ 

[6 8] itttiifijiy ^na^y ^-v h-^ N #38ttjK^s y 
sfsi^> smug* 5MB#ft#, g>m&m4k&. nm&tex&s mmttmmm. 

) IB?'J#-^ : 1 , fE?9#-J§- : 3 4fcfiBB?iJ#^ : 8 T-^^tt^T § J mU^t 

^^§P^^K^fc«^©m^*i~ram^ (ii) IH*nj#-5§-: Is 
IB?lJ#-^ : 3 4 ttBMW* : 8 * tt 5 T ^ y mm tl^-fe b< 
W-©7?/ WtmPI u-i? T 8 * S « 4 £: ^ 
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[6 9] @a?lJ#-i§-: 1, @B?U#-5§-: 3*^ttffi?"J»^: 8t^^W7^ 

sen^fc^w^^vN^rt^^i-rs, (i) » 

JIB1&*& IBJ»*«. tfttWRft* ^y^yyjfcfi, H5F 

fa«, ns^ttniM. MMf, iwteiwww* arafe, ***** 
is gums* jb**, ww© * ***** * h 

ACTH) $M&ftt&HSx (iv> ACTHS4H*» * j/S/l'*^ «*f^ $c 

^gijw^a^^s &sm$pi, *»#>**. ** 

&&m, »t*«A^ k— 
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[7 0] m&m-Zr : 1 , WS^m^r : 3 *fcttia?IJ## : 8 -Q^^fh^T 5: / 

\s±7*-w&m$.tcttt<Di&&m^zzb*m£b'rz. (n mmm, m 

5 mam. mmskm. mmmt. m>bm. *>m&*> mmmmw, mm. mmm. 

mmma, mmmffis rn^mw, ^ v ^skm. mssamm. mf 
fas, ns^msshm, mms?, mm±mmmw. m&m. m&mm. ma-m. 
it t< iitif^i m^. mmm. m^m. mm. 
wmmt. m>t>mi> u< tt^mem <*>w ♦ mum. ao * v ^^vmm. 

HiftiJ& -f y vJ6tt»IW3lk (iii) MW&KJW**/^^ (acth) # 

MifM. (iv) ACTHMm ^s^^^ s&Pkm, ms&ma 
mj^nmm^±, mimmm. mmm. m&mm. «ak 

[7 1] ffi^lft* : 1 , K5U## : 3 £ fc fiIE?lJ#-i§- : 8 T?*fc>£;ix£T 5: / 

mmmw. <rv-u*. t^k-^, *ir*h*&ne** m^ffm. mmm 
mmm. mm&Lm. mmm^t. s&c.^ bm&m. vmmmm. mm, mmm. 
rmimmmm. um^mm. mmmm. m^mm. 4^*v^r m 
=¥— * m&smvk. mmrnrn. m&mmm. m-c^^v^ikm. iKtmm. mf 
fa^ na^mmm. warns?. mm±mmmm. m^rn. m&mw. m-km. 
m^^>'(D^mmwi>^<i-imm^mm (#t-> mmm. 

^^^v>m.m^mm. an) wm^wmm^^> (acth) 
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[7 2] #ISriwt7^-ISf, *©to^^H*fctt*©*fc^S 

m.t<D&tt&mi£t&z t&mttk'rz±'fc ce 93 ~ [7 1] tmomm 

[73] ( 1 ) ( i ) IS?iJ#-§- : 1 ^ : 3 *fcfiga?!J#-5§- : 8 t?*:b 

15 isf*^a^7 , ^-ietW57^x h«fc(ir^^^^ k * 

fc« (*3 £U9 (ii) SB?U#-§- : 1 ^ gE?iJ#-*§- : 3 £ ttSi#J## : 8 X^t> 

m & e fcjs-t Ko^ms^^k £ *s 

-fb#«l* £ (2) (i) W^tllStW. V*. TiX 

ssi**, mi!, ffijk»j£, v >r w^-. mflsmm. mmmm. 
m®Mmm, ^ v >Mm. m^mm., iffa^ m^m^mm, mm 

mm. m-km, mmm <D^m • mmm. un * b mmms^ 
y ^mpsfim> (iiO gijw^wfij^/^^ (ac th) &mmt&m* 

(iv) acth0^JK3». ^yvvm ^3e> »8Btt»l»ft»»tB*^ 
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isisymmmh\s<nmwfen(nmm<o^m'ftimm. (v) m&mw 
&mttm&* &%&m<u&. mmffimftm, mmmam. i&MSfcjfiu 

[7 4] 8 1?^ $tL5 7 5 / WJ^ ^ * 5 GI 6f / 

[7 5] _hiE [7 4] iB^Gaejt^fta^-fe^-a&wsr^—Ki-s^ 

[7 6] 1E^J##: 9"e^$tLS^BB^b^SDNA % 
[7 7] _b|B [7 5] &%L<DtfV JZ? W K^ttSHM^^^^s 
[7 8] _b!E [7 7] iBifeOffit&XL^*-- e^Steife iSiktdBm.m&W. *3 

[7 9] _HfH [7 8] flBtt©Jg«te*#£8F*U -bIB [7 4] fB«OGM6 

[74] ia*©Gaeit*«®^*^-«eir*fctt^©*o«^fe**^ 

[8 0] (i) gE?iJ#-5§-: l*fcf4E2WJ##: 3 "e^^tt5T ^ y m@B?iJ£ IsJ 
-t> L < tt3UtWfcl5l-©7 5 y Kfi?imt5 w i SrWfi tSGIfift 
#SS^^-iet C£TF\ 1 4 2 7 3 fcBMBi-<5*frfca>5) , -^SB 
^<^K**:tttO*4:, IB*51fe*fc»4*©a[^S:gatt**fc4*^fc % (ii 
) 1 4 2 7 3, KSfctt-*©*^ «§^^fcl««'J;t; 
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[si] ( i ) wmvtcmmm^fti-itcDm.^ 14273, ^omfr**??- k 

•MMfrfrfc* 1 4 2 7 3, K*fct±*©«tt-^ 
5 *3ttS, WBttbfclgJWBft^fctt^Witt© 1 4 2 7 3. Jt©*^^ K^fcfi 
■ie<D^td*ht-5^SSra05tb, M:g?i-^^t*#^:i:-r5-blS [1] IB*© 

[82] ( i ) mm {.tcmmm^ 14273 sr^-f s«bj&^» 

mZ&ttWfeh* (ii) ^Ufc^M*^:{^©*S*3J:tm^'fk'e ; ^?rl 4 
10 2 7 3tr^i-^«^^ife^-*fc#^*3ft5, mWiVitnm^-k.f±^<D 

vt<D&mteK.ttt&i&&*&mfev* itmirz>zb&mmt-fz>±m [1] ib 

[8 3] ( i ) ^LfcJigJIfi^fc^©:^ 1 4 2 7 3 «r&#-f-5*0II&©J* 

mftiz-mk & ttm-g- (ion x^tamm^. tent <om& £ xmmtt& 
15 ^1 4 2 7 3 %^^zfflifo<oii^MzmA£&frm&\z.m-tz, mm^fr 

&mtLb-rz±& [1] mm<ox? v 

[84] (i) «*fcbftJ»l»ifc*fcW:*©4l[*, 1 4 2 73ft = -Kt5DN 

a &isjcr 5dna sr-^-r 5 * * — -e&Wfc& u fcftw 
20 r t fc£^xmmmmm&<nimi&Bfc&m.L.tc 14273 ics&iis* 
tcm&t, (ii) ««ufcjiBJKie*^»4*©ttt^J:tm»^^*aKsrtejft 
fls©*ifljjaMic^ufci 427 3te&M£ j &itm&fc%n-fz, mwti^itmi^wt 
^/c«^©^©i 4 2 7 3tc*i-ro^S€r«u, M-fz>z.t*m%kt-t 

3_hlE [1] IBUfe©** y-^V^fe, 
25 [85] (i) 14273 ZtSmk-t- 1 4 2 7 3 fc^^Tf ©HMSllC 
tfcttS^fc*^, (ii) 1 4 2 7 3 &fem&%fc&®&£Tmmk'& ! ®>& 

14273 ^r-r 5 fflua iz-mm. z-&it&&fc*s n z> , 14273 &frvizm 
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[8 6] 142 7 3^bt5ft^ 14 2 7 3lrn-Kt5DNA^ 

5 d n a «r£3ri- ^iia^^^ -x-^Sf lem ufe^Ktem#:^^-r 

5£ £ ^<toT^^K^#:o»^i^mbfc 1 4 2 7 3 

^ t , 14273 *mm\tfr z te^*5 «t xmmt^m * %&tem&&fc(om 
5 M(c^u/c 14273 iz.mte£*ttcm^fcm-fz>. 14273 -hw-s^ 
n&*d«fiH4«r»isfeu, itm-tz>zk&%mt-tz>±.m ci] iEm©^ u-- 

[8 7] 1 4 2 7 3 &mmz+&te^&M^*1£tt<0&?*>&±XB, [8 

5] *fc« [8 6] w,m<Dx? y-=.^?j?m. 
[8 8] 142 7 3&tt^zmmttn*<Diimft&tt-t-zzb&(&®ib 

i-5_LIE [2] fB^O*^ y-^^ffl^ry K 
[8 9] 1 4 2 7 3?r=i— K-rSDNA^W-t-SDNAiSr-g-^i-Sm^-^ 

iSMJC^Ufcl 4 2 7 3£-^-r5^<b£#mt-r5_LiE [2] |B«^>^^ 

[9 0] (1) (i) ^ft^tufc«m^fcf«<©«fcf* (ii) 

^^^M^^fc^^, (2) #^*5«tt5 (i) «^tbfc|iJte^fcf«0 
^fcf* (ii) &Mm£ftfrfc&®)$itcn*:<Di&&^ mu-tzff-WSM. * 

<D&ft^^h**fcte^<Dmzmmi£- : £tc.i£&iz#>tfz>. (i) mm&thtcm 

t-rs_bi5 [6 9] ~ [71] mm<Dmm^m. 
[91] (i) (i) mwi£nfcmiV5W£iztcte^<D)&-£tite (a) m^±7* 

mm^mm^tim^t. (2) &m&±Tfi en m$&£th±n%mmiE.tn* 
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%tti-zmfa*itn*<Dmmmm&fcmk2ttt%'&\z3ort5 > a) mm 

Hr 6 KSr^-T 5 fc tt* ©*B!SB!lnii# h <D&<k&&m7£t 

&Zk%!fcWlt-1rZ>±.'& [6 9] ~ [7 1] flBf&©ffln»#8^ 
5 [9 2] (1) (i) IlB]ftBM:;/fctt*<0&*fctt (ii) tt^-fe^-fiSff* 

^fc, (2) #^*3J;t^ (i) JfittBfc*fcW:*©***:tt (ii) tfffe:/**- 

5 S ST£ fc tt* t JJi^m* fc^^r (Dig 0>*fr&& & $ * 5 flS-frW * 

tt % MA P — ^i<0 V I'fflbik'h L' < iiStt-fbs MWAJtiW**^*^ (AC 
TH) #8$«!#JigiSu ^yirP^£j»&JEH£> *fc«flglfc##WftM44& 
afl3ei-SrfcSr«M»^i"S_hlB [6 9] ~ [7 1] 1B*t©flfi»#8^ 
15 [9 3] @B^J#-^ : 1 *fctefB?!j#-§- : 3-e*^$tt5T ^ /mint R— 1> 

6 -f^^Tw^ mmmi&s ft&mmms umi/xv^ 

- t&mm. (ii) * h w^pfflm. ww3iwja*»6>©^y *n— /u^p* 

(iii) MW&StiWat*/^^ (ACTH) (iv) ACTHjg£ffi 
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m<D^V5-mmm. *itn (v) &&mmmm m&mmv v-*^, 
M^ute. i&mm&> %>mm.\\&, mmnmtim. mw&mmm , 

[94] ia?ij#-5§- : i $ fctefa?ij#-*§- : 3 ~&&t> £ t ^ j mwm t m— i> 

) , A x IBfiWflWK IWftft#, ^^y^ 

j^mskm, mm. im^ ifccrfe, 'MB**, Jg*tfc, cm) • » 
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mm. (ii) xh^xmtm. mm*m*b<D?v*v-A'£&M9m> ^ 
?jM:v-/vmtm. mm^mmmmhv<n4 v ismmm^m. an) 
wmj&mm***^ (acth) ftwmm. civ) acths» t 

nm, isiam. wm&BuKB&* &&m. wmm. mnm. # 

t«^ttiw«ffiw*) . »mw*** maws**** mno^mm 
Mmm. mmsm. &mm. nmm ^ ^m-nmm w*.tz. xmrn^ 
imvmfc* &&mm&* nm^m*^ mmnmmm . skmrnm m*. 

wmm. ***** mmrw*-) t>u<« 

20 [95] SB^IJ#-^ : 1 . m&m-& : 3 £ fctSEW^ : 8 £ *l£ T ^ / m 
-5 s i RNA. 

[9 6] mm^ : 2 i -«*5$tu6*ttsiayij* i e>*s-fe^^<K^E^'** : 

25 2 2T?*t)$tl5ME^f)^5Tmy^i-e^$n5 s i RNA ( 
^J£#i| 11 ©m 141561) -C£>5_hlB [ 9 5] i5*Sc© s i RNA. 
[9 7] ±15 [9 5] lB*W>s i RNA^f tt^SM^ 
[9 8] ±15 [9 5] fStt^s i RNA^tU^SEI, 
[9 9] ±15 [9 5] ISiteOs i RNAmtt*5fIlS> WWflil*** 
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mum, mmmt, m&m. >bmmm. vmmmm, mm. mmm. ti« 
ffi^m, mmmm, ffivkmmm, ns^^^v m&im&. ^ffajs, 
As*is(Djm»&tiittttt$ifflmi& m-km, mmm. tvfrfttowm 

[10 0] _hfE [9 5] |E*S<Ds i RNA^fU^S^ M^SSSP&U J9§ 

[10 1] JifB [9 5] WM<Ds i RNASr^U-C^SgiJ^IC^jaS:*/^ 
> (AC TH) #«ifi£lj. joiU? 
[10 2] ±15 [9 5] mm<Ds i RNASr-&^TUT*««ttBB«Sj; 

^#tt^y^^b-^. &§mm&. vtr-vrm. m&m, wmm. 
&&$m<km, mmmmtim. mwnmtfm. &&L&mAL* m$mm'> 

illi^VUM^i (Pa lmi to 1 e i c acid) 3 0/zM<Sr?3s 
*DUfci#©jBBJ|&rtC a 2+ *ag©aE-fbSrfi'<fc3e*S:^"f. $»itf>C o u n t 
s temfaftC a 2+ IS^<lr^-r^^, $t$*tf>T i m e (sec. ) fiiJ-V^ 
;^P^©i$^Sji ($>) Sr^-To Otet M 4 2 7 3 3g3iCHO-K l^BJS. 

1 4 2 7 3MCHO-K 1 ftM& % D«l 4 2 7 3 £r3§5?.U-CV^ 



WO 2004/065960 



33 



PCT/JP2004/000248 



HI 2 fc£ y J —A^& (Linoleic acid) 3 0 m MSrSsflP Lfc t %<D 
MifoftC a "m&n&ik&m^ltmJk&wrto i#©C o u n t s te«f*lC 

a 2+ m^^-rmymm, itt^ime (sec. ) ttfyy«i©n 

ffl&tt ($>) *r*i\ Of4l 4 2 7 3MCHO-KlHilR AJ±^!>^14 
5 2 7 3MCHO-Kli^ Dttl 4 2 7 3^MfCV^V^3y 
• OCHO-K 1 $[BJ!c2&T7j^~o 

i3l47-!)/l'y^ (y-Lino 1 eni c acid) 3 0/iMSr^P 
LlttZnmmtoC a 2+ ^C0^b^ii^fc^^^i- o iiOC o u n t s 
»»rtCa 2+ SS^M» »Time (sec. ) lifV^ 
io mm<0&rfflMffi OEM Sr^-To OS1 4 2 7 3MCHO-K 1 ^BJaa. Ate 
^**1 4 2 7 3MCHO-K1IR Dfil 4 2 7 3 Sr^U-C^V^ 

S 4 iiT ^ 3r K>-§& (Arachidonic acid) 3 0 M^r^jD U 
tct^<DfmmihC a 2+ MC0^fb?ril-<fc)i$m^^-ro J8£te<9C o u n t s tt 
15 MffoftC a ^gSr^-fl^il^ «tl40T i m e (sec. ) teV^^m 
M'&V>9lfT%W& (#) Sr^-To 0«1 4 2 7 3^mCHO-Kl^BJi& > Af*^ 
^1427 3MCHO-K1HR Dtil 4 2 7 3 &3§mL-CV^j^=i V 
h a — /VCD C H O - K 1 IfflJia <lr^i- 0 

13 5 \± Y^^^-^c^^^Wt (Docosahexaenoic acid, D 
20 HA) 3 O MM£»Lfcit<D«ftC a 2+ ^CO^k^^^^i- 0 
jpfilKDC o u n t s l«Ca 2+ ^^^1-^^*s ^ff&GDT i m e ( s 

e c. ) \±^-^;vmiim(D^mm^ (.m z^-To 01*1427 33§mcH 

O-KlUa A(iv^l 42 7 3|iiCHO-Kl||lR D«142 73 
Sr^m LTV ^^nyfn C H O - K 1 M^r^i- C 

25 HI 6 fit h#«j|a^-CC0 1 4 2 7 3 mRNA(DM^*5:^t, ^ f— 

ng total RNAI4 total RNA 2 5 n g ^ fc <Q <D =* fc£r 

El 7 «7 y Y^rWMX-cO 1 4 2 7 3 mRNAW^M^^t. = Wi/ 
ng p o 1 y (A) +RNAIipoly (A) + RNA nglfcD©3t' 
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M 8 n7KW^iM^ h V^M7 y bTS#-?<D 1 4 2 7 3 mRNAO^M 
SrW^feJHfjftSr^-f-o flMftttzkgBfrlW (h) Sr^-To »tltf>Cop i e s/n 
g p o 1 y (A) +RNAIlp o 1 y (A) +RNA n g Hi fc «9 <D t°— 

@9IJkH 42 7 3 3§5LCHO$BJ!&£>c AMPS^^*fi"6i5Bfl*^^^^ 
W^ttJft^^fo F o r s k o 1 i ntt7t^a!) V#3ET"Cll&IftBfe«:*B 
JnUM»o B u t y 1 i c a c i dtt7*/U7a5 >-#&T^lS 

m (3 0 mM) %^jnbfc^-^^, y-Linolenoic aci d«7 
*;^3!)y#|tTli:7-!J;t/yi (30/jM) ^mMVtc^^, Lin 
oleic acid = V V##Tfc: U / — A>Wt ( 3 0 n M) 

*Dbfc»^^x DHAft7^/V73 U X#^ETl-DHA (3 0nM) £r»J L 
Oleic aci dft7t/^3D V^&Tl^W V» (3 0 
W M) Sr^lJPU^i»#Sr^i-. 7t^= P ^-e$iJ^Cbfc^(Dc 

c AMPj^S£^*tlirC**Lfct><E>-e£>6o 

IU1 OfillgJftBftaSJ&DJCtSt M 4 2 7 3MCHO»WMAP^ if 

SH4fl5«rttUJUVtJg*Sr^-t"o CHO-hl 4 27 3(itM 4 2 7 3 £3§3i 
LTV^£CHO#BIJ3&£fl!V\fcm-£-£:x CHO-mo c klit M 4 2 7 3 Sr3§ 

&8§3D L7b##^ methylBU; — /Hfe* ^VSr«*D Lfc^-^^-r o 
(min) tt-frv:^«&q£<&«i»R£ro (5» £^1% P 4 4ii!Jyift 

£ ^stt-fb £ ttfc e r k i ^ k sr^-To p 4 2 y >-mt £ frmmt £ n 

fcERK2 <D'< 1/ K ^^-t~o 

|g]llf2 3T3-Ll j»liaoJ!gJI*ftlja^b9l2»fc^ 5 1 4 2 7 3 ^f£<D3§m 
^tt^r^fc^mSr^i-o titobti: 3 T 3 - L 1 ;fflJlS?>JJgJM/l£5Mb^2|£^ 0 
^ (0) ^r^-t-o $Wf&<^fc°— $:/2 5 n g total RNAfi:, 
fc3T 3-L lfflmfc&tfZ l 4 2 7 3^©mRNAMl?rT o t a 1 
RNA 2 5 n gfcfcO^^t 0 — ^C<b bT^WUfcft^-r, 
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m-W^^mm^m^liM^k^-t^ D a y 0 J4^b»JIWir©«ll&S:, Day 

s^^bfi^ms n&<omi&*m^iz®&&^-$-o mA<D**—&/2 5 n g 
total RNAtt, nbtitc®mmmmmfc&tfz 1427 3g$* 

5 ©mRNAMMTotal RNA 2 5 n g £>fc 9 <D = ^Hftfc ttl 

@13 ttJBJtelfeUl A t T - 2 OM^b^g'JW&K^J^^^ftB^ 
(CRF) RaWtACTH^OttlftlJSb**!!^^^***^"- b a s e f±C 
RF##£TT\ flgJteK*taS*qU*d»o^:»^«r^i-. CRFttCRF (10 

io nM) &teTx»mffiM*mmL.tei)^tcm&*iF-i-o Y-LAjiy-y y w 

IftSr. a-LAfJa-y/W/^ BAfttt^t^CRF (lOnM 
) #^ET-e»Ufc^^i- 0 AC TH (X 2 5 p g/ml) fiACTH# 
Sl^^t. (n = 8) „ **, p<0. 01 p<0. 

05 (Student' s t test) c 

is igii4te3T3-Li m&&tetoJfote&ftzteto&&fc^&temk<Dtom 

efc#U^lc»fM£ftTV^£fc&^"t- (p<o. 0 5) . **te-ry:/ 

20 nfW-^Oba s e KM^MfctflffliSftX^^ZZ. t^-T (p< 
0. 0 1) o 

*»MOGieR*lil:IHr^-I6R («T, 1 4 2 7 3 fc»&fBi-S# 
l 4 2 7 3fi. t h-*»»ifr?L*Mfc (#l*-te\ K ?y K ^ 
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mm, nmmm, rvrmm. mmpmi&. W7y^y^^ -H-m^, 
*D-^3rtj»mm, ^^^^^mm. gtsimm. ±Bzmj&. m 
mwmm. mmmm. mmm. mmmm, &.&mfa ^^77-^ t 

mz-&. m, m<D&miL m, mmm, *m&m&. mm, urn 
m, m^rm, mm. ^m. mm. mm. mmm. mm. m 

wife, mm . ft> mm. mm, m, &mm, 

m<D*>. itm, mw, &m. wsm. m. m<m m. *m, *») , «c? 
m. mm. mm. sktjsu ^tiiifiu m^mm. awtau **m> 

^ns^fcp— or ^ y mia^iji: tti^ ^ij^f^x m^m-^r 1 > ia?ij#-i§- : 

@E?U#-J§- : 1 N @H?iJ#-5§- : 3 *fcfi@a?U#-5§- : 8 -C^t:b£*l5T 5 J WiWMh 

MfeE^offiratttt. tsPttfrSSr^^ dxancbi blast ( 

National Center for Biotechnology I 
nformation Basic Local Alignment Se 
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arch Tool) *rffil\ fiHT©*# 10 !^ S^fclH" \ 

■7h'J^ = BLOSUM6 2 ; 7^/^D^=OFF) UrCff*^* £ 

o^^^ m.mo. oi-iooflf, #*u<r*«&o. 5~2o», <t 

£fc N 1 4 2 7 3 UT^ a) : 1 > @B?'J#^ : 3 *'fcrMB5« 

i5 omit, ±9»*ufii~io«a*, sb»c**u<«** (l-sn 

fcttE#l#-§- : 8 $*L5 T 5 / mSB^'J^ 1 *fctt 2 «»± ^ < 

l~3 0«tf, .J;90£U<f21~l ommm, *&fc#*L<»4*fl (1 
~5fl) ) ©T^/ifc^fWPUfcT^/IBB^ c) |E?iJ#-*§-: 1> IH^iJ*^- 
20 : 3**:teiE?lJ#-5§- : 8 t«fc^il57 5 Sm&W<0 1 *fc»± 2«K± (# 

* fc r* a ) b s:*a^fe*fc r 5 y msm £-§rttr s a e * * ^ t> ffl v > e> 

25 *W»»tC*5V^-r 1 4 2 7 3ti, F«IB0>«fllfcfco-C fejjfe^N* 

T?^:b£*L57 $y*BJIIft^5 1 4 2 7 3 *\±KfrtirZ> 1 4 2 7 3ft, 
C^/i^^^^S (-CO OH) „ ^3fS/Wh(-COO"), 7 5 
K (-CONH 2 ) (-COOR) ©fir*LT?ifco-C £V\ 
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^^.X^^M^n^Rt tttt, mz-l^ y^VK ^^/K n-^ntf 

1 4 2 7 3^C*i}g^^/^^rv'/Vg (^fcte^/l^drv'W- h) €f^f 
10 1 4 2 7 3I^^S. ^©t-g-Ox^T^t UTK3\ ^!lx.fi±|5bfjiC^i^ 
£P>td. 1 4 2 7 3lJltt, Jt|EUfcMe®l-*5V>X % N^cDp«^=V^ 

<^{l!j^Jl<D«^ (m%-t£, -OH, -SH, 7 5 7S, 5: *V-/V^ 4 

if©c 2 . 6 ta-;* y 2f<z> c 1 _ 6 r f/nsft if) -e{&^ £ tb-c v > 5 

20 3n& e 

1 4 2 7 3 tf>JWfc#»Ji ttft, 0!lx.kf, IB?iJ#-§- : 1 T?St)^57 5 y@£ 
ga?ija>bft<5fc 4 2 7 3, @S?iJ#-5§-: 3t^$^7^ /^MB^J 

17 ^EJ33fc<£>l 4 2 7 3 (WO 2 0 0 2/6 7 8 6 8 -8\ ^iPlia^lJ-r 
-^-^:ACCESS!ON XP_0 6 1 20 8, XP_1 2 9 2 5 2 
25 ) s IB^J#-^: 8X>$tt>£faZ>T?Zymm?W>bteZ> : 7V h**<^l 4 2 7 3 

*©1 4 2 7 3f«^/ime«-Cfe5 0 

1 4 2 7 3(D^^<y^ K (^T, K^P&fBl-^^fcS 
) iim ±SBUfc 1 4 2 7 3 tf>£B#T 5: ymSB^l^^t^^f- h'X&tl 
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M©^ic@ttiu-c^5«feoi:, 14273 tmnm^mm<Du^^ 
— ^^tt^r^-r 5 t> <z> fc af a* v > p, 5 „ 

5 KE^I*^ri-* 1 4 2 7 3 ^>gp^-<^ K £ L.t(i, mfc&^v -y hffi 

ffiKm^xmmfl-m® (Hydrophiiic) mo •x**>zk&*rZinitiR& 

Sr-^tP-^^K-CfeSo S*7jc'14 (Hydrophobic) UtiL&— t»KiSt^<zf^- 

If omj&T 5 / ^la^ijc 5 < i 2 o aieu^ l < r± 5 o mu±> 

15 ^ga^ij^r^i-o 

r^/saa^ffirattw:, ffiRtttntr^p^NCBi blast ( 

National Center for Biotechnology I 
nformation Basic Local Alignment Se 
arch Tool) &fflV\ KT©*tt (M#flS= 10;^ vZf^Wt \ 
20 -rfP^ = BLOSUM62;7^H^OFF) izirtf^-r ^ - t 

25 #*U<tt, l-10«Ut Sfefc#*U<ttlMi (1~5« ) ©t^;/ 
5<i) ) <DTKSm*tttia^ -t<DT"5 /i£iaw£>i *7tte2i®#. 
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~ 5 must) <DT^y m&4k<o 7^/ »t?lllft £ frx v >t J; v \ 

£fc, *&W<D&ft^zf^h*teCmM&*fr#*r : >'/l'm (-COOH) % # 
/Vtf^W- h (-COO") , 75 K (-CONH 2 ) ^fctt^TVW (-C 
OOR) <D<ssfhXi>^XhX\\ *38W©»^<^K3ft*C*W£J^Hz:^/w# 

£b&-> *»BOtWH^ Kfctt, -blBLfcl 4 2 7 3 iWfllR:, NjfcKI 

<d ^ ^-ar^ i/mm<D 75/ mtfvmmxvm z nx v > 5 1> N«M^#rt 
<Dwm±<oM&&&&%te&&&x&m£tix^z> k<D, fesv^HHsa**^ 

b^v^^S^^ Kfeif©*^:^" K*ift,^iLS„ 
1 4 2 7 3^fc(*^(D$(5^^ KO|^^ UXfi, m*fcnm.mk<D*km^ 

uv\ rwi^ttuttt, fllfctf, (mtf. !)v»s JWtak 

-vw^ift, =»^*ik fi^sfe^ ^^^s. v^=?m. west, 

t'lB^-rS 14273^ = - Ki-5DNASr-&^Ti-S?g*<E*^Sr«F«-rSC 
1 4 2 7 3 t> U< r±*©aJ5^<^ K*fcl*^<D^fc(«WT5 K#<©*& 
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2 ' 4' -^f^->7x^V-kKn^f;V) 4- 



15 



25 



(2 > > 4 > -^f^7x^-Fmoc7?;if^) 
fliWKMV^ Wc, P«#J:v\ SrA'tfsM 

§«iLm dcc, n, n' -^y7okw^^>;K n-* 

s 0 tn&fcj:««ftKtt9*5fldfli«iaii«i HOBt, hoob 
t) * * ticflWT ^ y «*ii»«jfifc«aiirt-s*v ********* 

*Mb***L hP^/u*i>*^/-^ftif©r^=»-/i«. ****** 
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fcistitiTzsmnmmzmm. 5~4teMi-e^b*i5o pv^r 

]*tt©T5yai©««*fcLTr± N 0>j*.rf» Boc, y^rV— o 

yloT^^/Vjtf^/K Cl-Z, Br-Z, r^yf/Vt^^/^=^ 
10 by7/Vtn7tf/K :7^P-f/K stoV^A", 2 — — h n 7x-;l/7.;l/7x 

tf/mtf^-V/vaeWu WLt£, Tfr*r;^*TMk (Mx-&. Jtf-A's ^3vK 
/Wb> ^y^***y*/u#=/n: K9i?Kfc, ^w^p-^^^^ 

25 at°7^S N t — ^/VS^if-efcSo 

^t3i/>-(7)7^y— /M£7k^S<£>i£S^£ L-tte % B z K C 1 2 - 

BzK 2-xhP^yv?/K Br-Z, * — V — zf?-JVi£ if^v^ fejx 

So 

fc^S^cEM' #J;ik£ % Tos, 4-^h=* 
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v--2, 3, 6- h V tJ-zV^Wzs^frifr—A', DNP, *<l/*J/V***/* 
^/K Bum, Boc, Trt. Fmoc^OTV^bWo 

2> 4> 5-f!)^np7x/-;K 2, 4-^bP7i/-/K S/T / * 
f;V7;V3 ^ /K HONB, N-tKPW^'^ 

K ^ N -tKP^V7^/W5K. HOB t ) t<D^TM ftifJ&SJBV^ft 

» {RttSott* (BUD ^axtt, Pd-mfc2>W4Pd-^m 
^/pt^v. tv<yi^ s^ft tfi- .fc ^^flcr^- 

T _y_ /K 7;E y_ /K ^ T -y- /K y^^W>/-/K ^^^/-/K 

womb* ^^m^-r^m^mmt^ t*tete&<Dm*tcte'£&<o^& 

7^S<Oa-«^^ 7 * KflSU-Cfi«Lfc*, 7^W X 7 
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1 4 2 7 3 ^gB^^T"^ KSfctt-taMttri* &ft£&H<D'<^?' K<£>-g-ffefcfcK: 
^oT> fcSV^il 4 2 7 3 ^SS^yf w 1 1 i oTH 

te&mM&ffi.mirZZkfcZV) S6<j(D-<^K«r$S5ti-5-^^-C#5„ <£*P 

a) M. Bodanszky *5«i:tJ* M. A. Ondetti. ^-Zff- K (Peptide 
Synthesis), Interscience Publishers, New York (1966^) 

b) Schroeder*3j;U*Luebke, If ^7^- K (The Peptide) , Academic Press, New 
York (1965^) 

c) mmm^m. ^^-h^^mmkmm, %mw> (197530 

d) &£xmm&^ m&nmmm. u w&noitmv. 205, 

(197730 

e) £cAteH&fc mmm&<Dm& mim k^j& jsjh#0 
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1 4 2 7 3^^ K-rs^y * * Ft ltw:. Jbiaut 14273^ 

2 7 3Sr = — KtSDNA, mRNA^ORNA-efcD, Z*«T?fcot<), 
DNA : RNAtfW^U * F"C% ±V\ 

^*ifij rffPCR^-t^fflJ 15(7). 1997|B<ft0^fe*fc.B:-tnK:JpC^ife 
1 4 2 7 3 OmRN ASrSlt 5 ^ i ^"Ct 5, 
15 1 4 2 7 3*3-Kt5DNAiim *VADNA, ^/^DNA7-f 

^y- Ji«bfc*Ull-«lfc**©cDNA, Ji|BUfcM-mm**«c 

VNi"n-efcoTt>J:V\ _hflBUfc»IJia totalRNA^^ttmR 

20 NAW#&W«^fck^*^ VNT *^ everse Transcriptase Polymerase Chain 
Reaction (fiJIT, R T - P C Rfe WWWS) tiotHStSri^S. 

JMfclttKtt> 1 4 2 7 3 fc=»- KfSDNAtUm E^J## : 

2. @E?UfH§-: 4^fc(4@B^iJ#-§-: 9"«t>**l5««a5a«^*t5DNA, 

5 1 4 2 7 3 fc3MW«jKiia«o«tt (W. f Ftt^flH*, s^-JvHMRft 

fcflUBfc^) ^t^Vt^-iei^^-Kt^DNAT^tf^t 
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itms&m* ■• 9 x-mfr&tiz&mmntms 5 0* l < i*m 9 0 % 

A#£WBV^*t5. 

ifia6iB2?!lOffirattf*. tBIHttfUST^^y XANCB I BLAST (Na 
tional Center for Biotechnology Inf 
ormation Basic Local Alignment Sear 

c h Tool) *fflv\ skT<D&fc mm&= 1 0 ; *w7*wr ; 7^ 

;tfc£ N ^-1/^^-7— ■ Jrxi—^-l/Jf (Molecular Cloning) 2nd (J. Sambrook et 
al. , Cold Spring Harbor Lab. Press, 1989) KlfEifcO^ifeft if fc«oTfTfc 

*fclB*(0^item^o-CtT^5wi:*S"t?#S„ <fc L<«U W^bU^ 

h y i^^v h 09*.tf* tMi^^il^i 9 — 4 

OmM, jf$U<«l!)19~2 0mM-e, |BI^|)5 0~7 Ot, #£L<f± 
i^6 0~6 5W#Wo tby7^I^19mM-eM^ 

1 427 3^3- Kt-SDNAt L"Cfi % @B^J#-^ : 2 "C^*? £*L&&SIB?U 
D N Aft if&m ^ e>tt-5o 

— KT5DNA i: LTtt, ga?lJ#-§-: 4T?^:b£;Jx3&Sia?iJa>£>&5DNA 

gl?IJ#-J§- : 8f^$tl57^ y^IB?Ija>k&3 7s/ h**l 4 2 7 3£r=« 
-KtoDNAitm gE?'J#-*§- : 9 T^fr^nS^SlS^Jd^ftSDNA 
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1 4 2 7 3*3-Ki"*DNA©««W©HB, *fcB«DNAi««tt 

*»WRl**.l* 1 4 2 7 sa»©«R*fc»»»*»»*"* C 
57 y^^y^^ K WW fcSVMttfc 
J6S^ 1 4 2 7 3*3- Fi-6DNAOaOBBW««»:at<5*imU, 

*5tfe#!I^^K (MO 1 4 2 7 3H»ORNAfc 

^ y ^ ^ . *RNAo^*fe»itt*»*t5 ^ ^ 

-C*6d> *>*VM*1 4 2 TSBlRNAkOttEffi^^U 2 7 3l 

fiTMtW 1 4 2 7 8»RNAO«4n 

fciWC «ftlWJ^^I f , 4 2 73ilRNAi»WC 

~r y y ^ x-r * ^ p * * zm***tfzm* 

1427 *mBrHX&*wm • wntao^ffif*^ 

k©nBtf r«Si-*j ktt. ****** <Kff> ©Bm*****^ 

4 2 7 8MW »~Tl^A^\ 5' »8-*«-~*T • V If- K 
5' ttMKff* ^y^^KWR"* 3 ^ «K=.-KW* ORF 

r wAr-rtm* wi**mm* ux«ru 5 1427 sae? 

#nf*a*9**i^K*©Bi** ***** rr^-fe^J 
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^iDNA, 1**DNA; 2*iRNA, l*iRNA, ^1-DNA : R 

15 n^^-bftif) ififofe©, fllfctMeff (^^V7- i£> ^^WT- 
if • >f ^ t tf b */?1rA^rf+ K> #y - l - y 

> kj . ^ kj te&xf- mwti tn, z?v^&£wv *jisma& 
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#3§pJ0>tv?h^* • #y**v;a-?-K («b*> ^ RNA ^ DNA ^ fc 

ftVH3**£*fctttt (RNA, DNA) -CfcSo 

10 ^5 b*:«W«:att^»T?«#< *P 6*^*3 9 > ^JX-tfJ. Kawakarai et al. , 

Pharm Tech Japan, Vol. 8, pp.247, 1992; Vol. 8, pp. 395, 1992; S. T. Crooke 
et al. ed., Antisense Research and Applications, CRC Press, 1993 fc^fc: 

!)Hnn*;M-h, =»-A**fcif) W^5. -5Lfct©tt, 

fens, ^um^^s^m 
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5 ^B^^^y^^ UsfrJ- Kfc*ti~* s i RNAH 1 427 3^3-Kt5 

bh^ij#-^: 2 iT?^$ns^ia^e>^5-fe^0tia^j#^- : 2 

2-C*^^tlS^SIB^J^fe^5T^-fe^^l?«^$ixS s i RNA (H 
I«ll.©ml4i56 1) ft^fflv^HSo 
10 siRNAIt teZnttm Nature, 41 1#, 494 JC, 2001^) 

V * ? is**- K©8i?!l*:3£ WRtt bT^it-T 5 r. £ 5„ 
1 4 2 7 3^3^- Kt5RNA©-?|i^f t5 U ^ Alt 4k%n<Djf#k 
(Ms TRENDS in Molecular Medicine, 7^, 221H, 2001^) {CSpCT^ 

15 JJ tJMtV Atf)@B?iJtf>— 1 4 2 7 3 £r=* — K1"5RNAO — £Bi£fK& 

t5rilC±ot^t5wi:^tt5. 1 4 2 7 3lr3-Kt5RNA0- 

(^;4 3 > Nte-f'<X(Di&m&. XfiG^O^S^^i") ©iff^oia^iJ&iftfs 

ISPJOfflJ^^ K* = — Ki~ S^SIB^I (DNAtfeliRNA, #*U<tt 
DNA) 5:^-r^)t>0-e$>tL{i*V^^^'5 l b©-Cfeo-C , b<tV\ £fc % / J* 
DNA, ^ADNA^^y-, JLlBUfc*|BJ!S-*Bffc*3lW>cDNA, JL 

•5 mRNA®^ > ^:PSSUfct>^>^rffi<' >, "Ctt^Reverse Transcriptase 
Polymerase Chain Reaction (£*T> R T- P C RlSfei B&^-fS) lC <fc o Tit"^ 
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(1) BH**: 2, B*»*: 4*fcttB»*: 9 
m5DNAO*W«lWI**t6DNA, (2) : 2. 

3*fcl±B3»*: 8^§tl575 /ilE^^Sl 4 2 7 3 t^fW 
Hr^-ie** 3 - Kt5DNAO«»»WI«:*t5DNAft ^ffl 

fcrtBJHW- : 8 -cm^Mmxmntms 5 #* u < was 9 0 % 
araaettntti** ftiwawr^JXANCBi blast (n. 

tional Center for Biotechnology Inf 
ormation Basic Local Alignment Sear 
c h Tool) *flv\ &T<d*& W®m= 10;^ y?*wr ; ^ 

;Ltf ^1/^7-- ?p~^>-^ (Molecular Cloning) 2nd (J. Sambrook et 
al./cold Spring Harbor Lab. Press, 1989) fc«fcO*»ftifRl*ot:ffft 



15 
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6 5X:<Di§,&&mt>ifr'£ LV\ 

1 4 2 7 3^fcf«©^-<^ K (MT. 1 4 2 7 3 ^PfclB-TS 

^^fe^.) ^^=>- KfSDNA©^ n-=y;/©^i 14 

TiiiHi-S^ ^fe^iiS^^^-tm^Ay^lDNA^ 1 4 2 7 3 CO §B 

4^— ^3 ^(Djjm-ZMX-lZ^^*^? — ? p— =^ (Molecular Cloning 
) 2nd (J. Sambrook et al. , Cold Spring Harbor Lab. Press, 1989) }CfE<fe 

DNA<DifeSiB^Jc0^^tt % PCR'W©^?' K #J;U:£, Mu t a n™ 
-super Express Km (SfiJt (#0 ) . Mu t a n™-K 

(W) ) JfeifSrffiV>-C % ODA-LA PCRife, Gapped dupl 
exi, Kunke 1 8s Wi«:^<7>^$>5V>fi^:nb{-2pCS^fe{ii 

^n — Wb^tlfcl 4 2 7 3 5r=»— K-r^DNAttS^^J:^^:^^^, * 
U £fc3' mSmztifflgmJt^F^k^XVTAA, TGAtfcliTAG 

«r%LTivct>J:v\, r.nb©»WM*&=j K^»W«*it= K^»±. JS^fc-a- 
j$ d n a r *v * - £ ffi v v-ctt* pf 5 - £ t> -e # 5 o 

1 4 2 7 3<D3§£i^^— fciU ^J^fi\ (-f) 1 4 2 7 3*a-Kt5DN 
Aa»feBW£i-<5DNAWJt&1SJ!> WU (n) KDNA0rJt«rifiMSft$85i'< 

— £ UTf3u *fflHS*3fe©:/9.XS K (flU pBR3 2 2. pBR3 
2 5, pUC 1 2. pUC 1 3) % fe^fe^O^^^.^ K (0!k PUB 1 1 
0, pTP 5, p C 1 9 4) % Bt«*3fe^^5 K (#1. p SHI 9. P SH 
15) „ !7r-^W^r!)t77^ ^hn^/W, V ? */~T 
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10 



15 



20 



25 



XTl/pRc/CMV, pRc/RSV, pcDNAl/Neo^» 

,gi^f;^Iitfc5i^lt, SPOiyn^, SP 
HOS^W-, PGK^n^-, GAP^n^-, ADH^n 

^;A#in^t/Ki^-*- sv40W!)^ (KT, 

SV40or iiWWSi^W) fc*%^UW**©*fl^6-* 

^s-c#So w^-j-fcu-rrt. -^t Yvmm.imm cot. a 

h f r k°iMH-5»fras*»s) ^ y h b (MTX) M > 

yffitW f (»T, Neo^»^W, G4 1 8fiHS) 

btb^o Wfc, CHO(dhfr1 «||^-Cdhfrief«n»^* 

e*©N**«fc*Hn-rs. y t7«t*8«#fc phoA 

• a^/HEW. Omp A • i/^/HEW***** «3=aW^*«*t?*>* 
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lS3E* s SWC*>S»^f4» MF a • v^-TvUBJIJ, SUC 2 - V^-JVHEWfc 

5 

^(Di5l-U-t«^^ixfcl 4 2 7 3 ^ = - Ki" SDN A ^^Ti-^^<^^ 

Ltft, fci*.ri» ^s^y trjs®, /^/w^jr®> 

10 miy^ y tTMM<nMc&fflk Utfi, y fc T • =* y (Escherichia coli 

) Kl 2 • DH 1 &xit/—*Jls?X • Jrzf • If • ~T*/3-i-;v • TjjfK — • 
• f/fxi/WX • • If • ji^ji— (Proc. Natl. Acad. Sci. U 

SA) , 6 0f, 160(1968)), JM103 (?^-fWy^« 

• yU— ^ (Nucleic Acids Research) , 9^, 309(1981)], J A 2 
15 2 1 ^"/V • itzf • ^1/^3-7- • (Journal of Molecular 

Biology) , 1 2 0#, 5 1 7 (1 9 7 8)) , HB 1 0 1 VJ^—TjV - ' 

^rU**.?— • /^tBj?'-, 4lt, 459(1969)] , C600 [S?*. 

^TVs^;* (Genetics) , 3 9t, 44 0(1 9 5 4)] ft i?2S/8V>e>;ix5o 

fCIS> 09*.^ ^^VW* • XZ?^/^* (Bacillus subtilis 
20 ) MI 1 1 4 2 4#, 255(198 3)], 207-21 [5?-*— 

^-/V • • ^ * h V — (Journal of Biochemistry) , 9 5 8 7 

(1 9 8 4)] fr^J&SJBV^tLS. 
ift Ltft 0fljfc.fi, 1r$>;27n-^-fc^ ±Uif^y^ (Saccharomyces 

cerevisiae) AH2 2, AH 2 2 R~, NA8 7-11A, DKD-5D, 2 0 
25 B-l 2, y"/f , S'3!/o , 7'ft^ 2j>>"< (Schizosaccharomyces pombe) NC 

YC1913, NCYC20 3 6, fc'^rT" M) ^. (Pichia pastoris) ft 

S^^kiSiaia (Spodoptera frugiperda cell ; S f #flfl&) x Trichoplusia nitf) 



WO 2004/065960 



55 



PCT/JP2004/000248 



«**«>MGllWaU Trichoplusia niO^**cOHigh Five^. Mantra 
brassica e *^^«*^^Esti gm ena ^AXOilft WhM* * 
^V^BmNPV^It »***Mb*» (Bombyx mori N ; BmN«) 

ftW»v^M. *s tm*t\,x*. s f giun (atcc crlhh 

),3f21«l (BUU Vaughn. J.L. V • *V * (In Vivo) ,13, 

213-217,(1977)) 

- (Nature) , 3 1 5t, 5 9 2(1 9 8 5)). 

■WWUfcfcUCtt, t/vttCOS-7, Vero, * 

, ,A^-»CHO (»T, CHO»^B&!2) , dh f rlfi?^ 
^-X^^HttCHO C»T. CHO (dhf r") MUM* , - 

hFL» ^HEK2 9 3»if»^. 

- (Proc. Natl. Acad. Sci. USA) . 6 9* 2 1 1 0 <1 9 7 2) 
(Gene) , 1 7*. 1 0 7 (1 9 8 2) t*Z^a>*m^Xft*^t 

20 ' *~*y-r (Molecular & General Genetics) , 168*. 1 1 

in Enzynology) , 1 94* 1 8 2-1 8 7 (1 9 9 1),^^ 
26 (Proc. Natl. Acad. Sci. USA) , 7 5 * 1 9 2 9 ( 1 9 7 8 ) ft 

Bio/Technology) , 6, 47-55U988) ft 5 ^ 
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h =3 — jV. 263-267 (1995) (^PftfiSfT) ,^PP (Virology 
), 5 2t, 4 5 6 (1 9 7 3)}C|B^^fe^oX=fT^5 * ^^-C#5o 
rcDi 5 i-Lt, 1 4 2 7 3§r = -Ki-6DNA^^-r5^m-<^^— 

LTIi, *Vu=i— * % 9*^MJ^ ^ttflgSgfr* v- 3 ^#i\ gift 

-^b^ ^iM^. fc^**** *S#fi* /^Wv'aftWifOii^fcli 

5/Bft*r£tfM9i|Fi& (Miller) , i"^ • ^ * * 

l/y • <4ls • Ix^f- 3. 7' — • v^^if -f -y?^ (Journal of Experiments in 
Molecular Genetics) , 4 3 1 —4 3 3, Cold Spring Harbor Laboratory, New 
York 1 9 7 2) LV\, C fc&KK. & 9 ^*-*S**J: < 

g^s'/sPtTll©^ «4lttaB**lll 5-4 3t:-e^3~2 4NF 

te^as^/v.***©*^ 3 o ~ 4 or-e^i 6 ~ 2 4 mmn 

m±im&tt&i&9t^ft&&&'tzm. ttu, 

(Burkholder) */J^ifi CBostian, K. L. v^^X • 

♦ If • ^->3^-^ • T — • • -tfM'aii/v'^X • • U* ' ^3-— 

(Proc. Natl. Acad. Sci. USA) , 7 7t, 450 5(1 980)) 
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0 5 SD** fitter, G. A. fe, 

-=c*»- (Proc. Natl. Acad. Soi. USA). ,8 11.5 3 30 (1 9 8 4) 

/ r . t r r (Nature) , 195, 788(1962) 

Grace' s Insect Medium (Grace, T.CC.^TT v 

W pHI^6. 2-6. 4fc^WF*^«tti«»2^ 
10 t«3~5B IWfT&V\ 

*** ut: * * 

5 ~2 0%««^MEM^(t^^ (Science) .12 2* 

6 0 1 (1 9 5 2)3 . DMEM«i (^"^ (Virology) , 8#. 3 
9 6 (1 9 5 9)3 , RPMI 1 8 40W . ^ - if ■ P* 

15 V • **-f **> ' Ty ^ (The Journal of the American Medxcal 

Association) 1 9 9«. 5 1 9 ( 1 9 6 7)) , 1 9 9«« ' 
*y. + .yW 3 ,?<.7*--*''<4*****''**<* : ' (Proceeding 
of the Society for the Biological Medicine) . 7 3*. 1 U 9 B 0)3 ft 

2 o o°C^i 5-6 oWDW?ftv\ Mfctf era*******-*. 

»±©J:5K:UX, l^****** 1511 4 2 7 3 

JABHtlM* 1 4 2 7 3 «MWWt*^ T»o*»k. * 0 

25 1 4 2 7 3 ^W*av^M«l^b*Wi■*^■^^^ *** 

* i 4 2 7 8oWB«W5«fe4Jf«M^ 
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z<D&?fc^xnt>ti±)gm±.m. h^nmmm^^^ti^ 1 4273 

ft*5. jB»*.flc#a*i-« 1 4 2 7 3^ tt$llffl£fcr^»&&]&liift&& 

ri>< LT^i-a 1 4 2 7 3 oiSttte, SflBUS: D tfv Kt<O^H®l*3<t 
tW»*ttfr«rffl v vif-f A-T A y T v ir-f * if fc: J: «? JUSi" 5 d t &X # 

1 4 2 7 3 fc*ti-*tt^»±. 1 4 2 7 3 «rW«U#5fit#:T*>ixrf . ^ !> * 

1 4 2 7 3 Kl*tt-<5#Mt:«\ 1 4 2 7 3 ^r^Cilt LTfflV\ gfle£&l0>tt# 

tiTctefcfam(Dmm£\z.fe^xm^z>z.bftx% 5 0 
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25 



( a ) * J 9 p ~i-frfcfcM£.imm<DifeM 

1 4 2 7 3fi, ^%mm^x®m^K&m&i)^wmm-**^ 
b-c t, j: v\ **w»* 2 ~ 6 i p-ro, «■ 2 ~ 1 0 H»*ff a**.*. 

A,Xf4f*>1r& C*^*-*- (Nature) , 2 5 6*, 4 9 5l ( 1 9 7 5# 
^p=.-/U (PEG) ^J^*^****^***** *f*L<tt 
ti i»i:lT^ NS-1, P3U1. SP2/0^W 

G <#*U<«, PEG1 0 0 0-PEG6 000) #10~80%»*0« 
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fflV^Cfc&l^. 09*.tf. 1-2 0%, #*L<f*l 0~2 0 %©^JfrJSjfiL»* 

^tfR PM I 16 4 Oi^±&. 1 ~ 1 0 %<D4«ajk?if £rg-trG I T*&i& (fitfte 

mmum <«o ) *yt»^^y k— ^mmmm^mmm (sfm-i o 1. 
a*wm OHO ) fr^&fflv^r^-e^So Jg^iagf*. 1^20-40^ 

(b) *y^u— ^ttfcOflfiM 

mmsfcib*fe, (#k deae) ia5»fft, «afr£> 

c# y ^ n — r^mw<Dami 

\^frifi^xWm-tZ>Z.ki£-x:%Z> 0 m*.t£^ $ti&tim (1 4 2 73^1) 
^l-BtfL»^^S5rfT^V>, &&.mW}®frb 1 4 2 7 3 matt-ssMte^* 
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V> «*fi, 9MI 2 ~ 6 1 H«fO. tM& 3 ~ 1 0 HMftffft fc * s 



10 



15 



20 



1 4 2V 3I4T1^ WWSIWftft^W*abT:i8 5. 1 4 2 

25 (oleic acid),/^bWyS(Palmitoleic 

acid), V (1 i no 1 e i c acid), a~V S ( 

a -l ino 1 en i c acid), 7"'^^ (y-1 inol en 
ic acid),mr/l(arachidonic acid) , K 
(docosahexaenoic acid, DHA) ft 
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ifrfSfflV^tu J&3&»T*t>>*A'5 h K^SI (Palmitoleic aci 
d) , y y—y^ (linoleic a c i d) , a-D^ Is^Wt (a - 1 
inolenic a c i d) „ y — V / l^gfc (7— linolenic a 
c i d) *W#*UV\ 

£ t>{C s 1 427 3tt7h ^tA«fLfc^fc % TS#:-C-|gm*^-b#-rS= 
^•C, 1 4 2 7 3, 1 4 2 7 3£=« — KtSDNA (WT, WJ©DN 

( 1 ) 14273 <z>««B^tc§B£-rsasA©^B& • f&asw 

0)J;Lfc£, ^rt(ii*5VM:i 4 2 7 3^/^bTVN5fc>6{;:, ytfvK-cfcS 

jtettm<D£mftmi>m&-v&te^ (1427 30^^) a##v»si§£-k:, 

a) 1 4 2 7 3 ICjS4t 1 4 2 7 3©tSri^5 b) (-f) 1 

4 2 7 3l:3-Kt5DNA^ifl^tM^Ci:iaot, £>5 
MS (n) *rtfc^Jte**WaK:i 4 2 7 3£ = — K-rSDNA=£r#Ab|gm^* 

4 2 7 3*>*«r*IMJ|]£^ y ^yK©^ffi^MI^^*5-(!:^T^5 0 
*flcW^»4, 1 4 2 7 3 •SfclttlBl^DNAte, #Jx.f£. JJgJft&MSa* b <Z> 

-<V^y ^ISJftWIflfftUB, im&SCMW^WE-^ (ACT 

hisxmmttm. wmsmm^A^-^ (acth) &tmmftm) tzz*^ 
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***** (AC TH) ftOTMH. JBB»»««iM <»*»-<•*- "»» 
*fc 1 4 2 7 3 *ft:l4**M©DN AS. «*.«, *«*5- 

^I^* 7 vk-w. ^sffiKfi. ««<«. * 

T* T«#tt*A«. HUH*. *«5*fi. »' i ' y *' S ' 

tm. w^^mwi - a *»*> - **** 

K* BUSS*. «***. ^"^^ 1BJ *® tt ' * 
*=v (cck) - ^vy-^^^^M'-^"-- < G,PKWh 

(ptc a> *we«o*jWfet*«. 

MHHMA WMMMT, «** 0B«S. •«**» ' ' 

Salter*. ««- **• T a n g i e r**t 
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£bt£ % 1 4 2 7 3^fc{i^0J»DNA}i, BJW&SfJpJ**^* V (AC 
TH) $Hfc»fM3W£:U"C. 09;ttf, ACTHi4I«, ^y^^ Jffiffc&. 

mm®. tomk&mmk* wmm, mam, safes m&i&m 

ttftufi, * M^nrasfM!, »j*&»w**A^ev (acth) ftwmmftm 

wmBtnmwL*/^*' (acth) wmmftm) aa****-*-©-^ agite^ejfe 
v ^tmmwm, * v vxmwftu bwajhw**/!^^ (acth) 

BJWAWinjm^/w^v (acth) £«P«J) ft^* U-C%fflt?$>^ 0 
US) . Bti&Bm* 4&jfa*& ^y^ijyrw^ flgflftSi*. 
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« , W f» a y (CCK) . taw******™-**** (G 

ip) v. w^^K-i (glp-1) - ^t-** 

-n^f FY xy^r!) ^ KYYft W «** 
*t*#©**BB»*«E*». S*WS»SR»** (PTC A) SWMWSK 

Mtn us** (saw*, mm. «mA*» - jH«rtt*»*. 
*WB»*o*fte,«>w« <chd> - 

*s"J*as»«, wwawfl**** 1 ' (acth) »wtwtutr. 

«*.|2 ACTHBiM*. ^^.^.WW*****"*** 

«k*. **«. tat l5 fc «s**s- « 

*«t. <s* s ***** - 

■IMft**:»l 4 2 7 3 fcitBESi 1/C4HM"****. 
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r y V^-x yFW /V*^ ^ — * ^©58 S ft^<^ fc# A UfcfU 
09*.HT, a) l 4 2 7 3£fcteb) #3gi^©DN Ate, ifiHKKJ&C-CMBfeSr 

m vit«m. * y-^^Ms v **sA>m* ^j^mta ^ t trip 

*Vktt»»^*^©^»J©^*«OWfc«ffi^*- ^^-^ a) 14 
J®I^J, ^t^^K SMEW, 

5W*te^g3ft $ tis m-itmsmmxtmi-r^ r^icto xmm-fz> zt&x% 

i^otW5r^K'#5 0 mmmoTkumt vx^ m*.&s 
!) 3 -/k tfy^w^p , ^^ft-iMBis^ (flu 

^-h8 0™, hco-5 0) ftif^fHBLTtjiv^ fftttfg^b-Cfi. 0»Jx 
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*^ jjbbxo. y vssaa **- BSH " h ' J 

. mhk* «utf. ******** 

5 if) SSSJ («*•«. e Ultras v. *r>=W9 - 
a »« («*.*. --k t»f. ^ ^ *=■- 

142 „ «*• «#****" 9 * 

»qWM>»* ***** ** 6 ° k 8 k 

ur) «=*v,-c«. - BB o»*o.i~ioo».. °~ 6 

" ft«* SWleWalWft ***** ( ** 6 ° k 8 * U 

X) K*V^*. -BW6W0. 0 1~80m«ME. **«-<•**«>• * 
~ 2 0 mg8 S. *«**L<«»0. 

« eMi *ti*, «*• ******** 

sps*^. hm**** ***** ( « 60k n 

~5 0mg . j:-ff*b<Bisi. o~2o»«--»*. 

^«©*-«*»*«*-«- *m«s* («• o k * 
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(2) mfc^r&mm 

t bifcfcteRptfLib^ (#il;Ltf. fc^*A ^ 

^> £v\ -<3*, -tM-ftif) UliSttS 1 4 2 7 3*fcfi-t©*By^^ 

K«ra- Kt5DNA4fcttmRNA©Ht (MGrf-miR) Sr&ffl-r S ^ £ # 
5 08*. tf, ^DNAf fcttmRNAOS^ g&&aE»*>S V»ttJSS 

{ST^\ ^DNAtfclimRNA <Z>i» 6 V > ©JUS^ WWJ 

y>^^ (Genomics) , Jf!5^, 8 74-8 7 91 (1 9 8 9f) , ^v*/ 

— itisJfX - 3rzf - if • t^at/i' • T#x^ — • * NiVWX • 

Zf ♦ :x>— :r.;*;r.*— (Proceedings of the National Academy of Sciences of the 
United States of America) , ^8 6t, 2 7 6 6-2 7 7 01 ( 1 9 8 9# 

m*-&* ifw^y y^-tf— ^ 3 ^icj; 19 1 4 2 7 3©wr^ 

W^frfc^ii, 0Jx.(i, 1 4 2 7 3 ©«M£teK:H*i-*JfcA* »fc«fR#J % 
H^HFl&ms <rh-^ TS^K-^, iWS^v «f**SW^ 
#Hm£. i^JIMifiL^ ttflflRfls, afe'^s 'L>&«^ &ttt£m« J3E«, « 

0, ts#$5«ei« Tmtmmm&rm. rmwm^xm, mm 
&MUJzm, *y writs* us-?*?* tt^u^*^*^^ 

^y^yyr w^- % mmm&* mmmm, i&®mmw, iss-r y 

*P*#. feti^ M'jJvWt^ (#lx (CCK) x 

y ^-r > t if hi; — ' <^ k (g 1 p) , a* h v ^m^zff- k 

— 1 (glp-1), y-^b^^^^ hy^w^^K -tr^i^^ 
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■mum**** (ptc a) L „ A r,L* ■«» 

:;tfl ««^. ***** - 

^ y .r MMMfe. s ^ ~ ' J 
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tit, mw^^> (#u =*u$sxh'*~i' (cck) , tfxhv 

y?4>KK*hV 'Zf^b* (G I P) N tfXbV^, ^flVio^m^-ff-Y 

-1 (GLP-1) , V*Y^Z^ S ^f^bV^nm^^b\ -fe^U^V. 

YY*^) fl^l> ^f^ft^ tefcfilx JBiftfi^ 

j3Shffi&&w (ptc a) '<k<DW®&, fowsmMs w>i>mm<D&ifa&>i>&&. 

tiSLftif) > 7^^m M!f!L f g&m&. ^5DlCs *3*#BWbffi* Tang 

BJW&JtiW**/!'*^ (AC TH) *frfr»lfcgt& (0d*.tf* W4H 

M^'M&. mmm^ #38tfi8Mbfi!* MfifllWjfo 

xmm > (#j;t^ sm*, flflttSJfcs nm. mm 

o) 1427 3<D&&mzmkzitzfc&®&tcte^<Dm.&'am-rz>mm 
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ftMODNAft. ^-«t^»=t«». 1 4 27 8«« 
roBgs . c, -^*-U fc «.^<««- «*» (U) ****** 

J* t^'? ^ »V, ***** tBWWSKS**' 

u ! 4 2 7 3 » mRN A», 

(ii ) 1 4 2 7 3 ^r6WW**"»^**^^ U "** 
2 Q «»*****.» 14 2 7 ,«mRMA«W=«» 

** 4 2 7 s©^******^****"" 1 ®** '"""tli 
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te2 0i~3 0^) % tfggjrtaftflcfc**n5 1.4 2 7 3©mRNAMM, 

-a*, ^jx^ (0d*«?, mat, vi^wt. jUb&m. mmttz) t<o 

2 7 3^m*^'fb^ii:S^^-r5'fb^^fc^<D^-Cfc'9. A##J 
fcte, (-f) 1 4 2 7 3©Hm*£*i#n£-£5££K«fc«K 1 4 2 7 3Sr^t 
5»l&JWaW^«rlt93ft$'«:a<b'&«l**:t± J t©«t, (n) 1 4 2 7 

«ftCa 2+ ^$t, HWcAMPil aWcGMP4^ -T/S'b — A' 

*b*fcttfiH3Mbs c-f os©fittft, pH<D<ST^iT^^-r§^t4^tc« 
tti$iJi-5?S14. MWAftJUBR*-^*^ (acth) #$J#iffflMi!Su i/y-fen — 
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ttiSttte, ■W&WH**/^^. (acth) »i&]IStt> >/JJ-fen-;v£ 

LTf*. 0d*tf, WJ^tf, &S&> P^Sfe, JWfe**** Wffift^iT) £ 

WttflMB. M»AK«HK*A^e^ (acth) (&£L<f*. AM 

mmm* b^pta — a^»»m^ > jul * ^ a* * -/msta^ > 

*v (ACTH) ^WJ^ffi) ftiffc^UTV^OT, flMB*M6*»&©^9 

&&ammm* ahvxwmm* bw&kw**^^ (acth) 
m^/v-^^ (acth) ^«5*nfBU»J) fc^fcu-c^rjB-c&s. 

mm** ^b-v*. t^k-^x, mmm&msm. mmmmm. 
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-f^yyrw^ jsumtiu mmmm, mmmmn, hm^xd^ 
m. m*^*. te&fes vMt*A^> 3^^^ (cck) . # 

^MJy^^yttTMJ — (GIP) , ^by^ ^^yf-i 
t-^K-i (glp-1) , y^hxff-f* b y v&tii^:^ h\ 

_tlB*^ V -=>^r#e>*l5 1 4 2 7 3tf>3§SL*£i#:&n£-^5 
^m*'««©AttS«flR3e{SI». i&SWIftW^f (PTC A) =^<7)^ 

*«flcfiK-fbJiE, Wfik Tangier^), Tir n-At£lijfllR 
WlallL«3«2E*5J:t^ j en6>ott5&ffi C^J^f^s 5g»jJlfi^& (CHD) % jBfij£jfki 

6 ^-g-^g* fc i±-t (omn, wmsLwmm-fc/^'y (acth) ^mnmmtv 
^ i^i> tati mskmmm, nnmm. wsm&. 
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1427 3©»**^***fc^*fc tt *°* tt * m*-i*. mmmm 

cth) &vmmrm <#*u<r*, M^bo^^^^w 
xhvxmmftm. n*8Lwm*A*> (acth) aiwBaMWi) a** 

w**^ v (acth) ftwmmi w * u < IMS*** b © ^ y * 13 
vtmu xhvxmmM. wm&n®m***^ (acth) ^m^j) * 

1 4 2 7 3 ^t^>^*5^* fc|j:;e(Dt!4 ^ 1 4 2 7 3 

©3saa*fciBH-f***. **** rs/ 

»<A frttff* ttWftlW. Effife TafWWWWF T 
ft) , Kfli^SWt^ ittffft** ©ifoJt^ ^y^yrw^- M>*& 

ttau Mi»ff, mmttmmmm. msm. ***** m&m. imp*^*^ ( 

0i k 3 ^f*sy(ccK) > ^hy^Myttfh'J-^K (G 
IP) , #*MJ>\ JfsVU^m^^h*-! (GLP-l) , WY*? 
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UAt&jfflBfi&fiMi (PTC A) &(DnmW. folBS&M* &>h&S<D&Mk£i 

isLm^m\M^tmmmitm, m&amn* m** (m&m. mmfe, 

m%-tz. fmm&m (chd) . &&&&& . jhw^w^^j:^^ 

fflw&ftiww*/^^ (ac th) ^{Eit^it t-c, mz.&> m^-mmmm 
^m, > mmm -to „ tosses (#k 

m. acth»«3e) s &.m$i& wz-tt. nmm. &.m$k. 
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ft©*|B»^*ttffil*ffi*oJ:5*-<t^/i,*©«tt4fc«. **** 
K-hso™, hco-5 0) &2f£#ffiU-C*>£v\, 

??K ▼ ***** ^ ^ N 
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1 4 2 7 3^m*«r*i*B^* ; S^^^^^^^^^*^> 

*h&m§s, &a6j*tt*>sas, fepK^-wa^, 

fcflljfctfs HJSWSJfrg' (M6 Okgi: L-T) {~*5i^Tte. — B^o#^jO. l 

~lOOmg,0IL<ttiS!ll. 0~5 Om g> i U< t4#& 1 . 0~2 

09*.h:* (#S6 okgi ut) mssv^ra, -bko#^jo. o 

l~30m g m U*L<^0. l^Omggl^ £ 5 0£ b < fi&J O . 
(4) 1 42 7 3©M^J:U t ilf*S 

^JSWOtftfleWU 1 4 2 7 3 «r<KP«Wfc»«H-S - t ^t^5©t% tt^ffic 
41© 1 4 2 7 3 <Z>5feB. Wtfy hV y^M8W*tfeK: ± «)fe*3teif fcttffli" 

( i ) tfettma itMWMb**ufc 1 4 2 7 3 t SrSi-S-ftteS 
«^#JCj|*'frUfclMIMb*nfcl 4 2 7 3 (D«^SrjHMM-5 - t 

jS^tStiWOl 4 2 7 3<^^*fe, cfc^TJ 1 

(ii) £ &it±ttmk ufc^BJ©^:^ «t tflSMMb £ ixfc^SBW o 

©tt«ray^1-Sw^Sr«l#m^i-S^^<ol 4 2 7 3(D^*&^*i#fc-rS 0 
_blB (ii) ©3e*telci*3V^-Cttx — ^W^tfr^l 4 2 7 3(ONJBias«rfB«fci- 
ftiL^Ojftfctf 5 1 4 2 7 3 ©CMHF&teEJS^Sttfc-Cifc*- 

1 4 2 7 3 ^i-^^-/ * n— *vHffifle«rfflV»-C 1 4 2 7 3 tf^*£r 
Fab\ fcSVMSF a b ®#£rJBV>T <t^. 
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**W©tt#*JBV*5 1 4 2 7 3©SHKfett* WOWlM*U*'*# 

fr< , ®mim*(OtiMA {MZ-t£, l 4 2 7 3*) fc#fSUfctt#. ftlSfc 
5 fttf, v>-ftbOW^fe«r«v^t>J:v>. m*-&* hV~, << 

io c l2S n. c i31 ik c 3 h3 . c i4 o i*i>#m^b*>*. ±ib 

y-7 k'^y^^ffli/^ r i: tT-#5. 
20 V^S**"** UCtt, Ttfu-*, ir/vn-*fc 

25 *r50S£* (2*ISS) fc©*>, ^«±©»^tt^»J^" 5 - ^ 
J: Dttfcfc*© 1 4 2 7 3*«rfi«rf-5i kWZZo iKRJ&t 2&KJ& 
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ttm^m v > h ti s tf.m*i&-r uti mmx $> z> smut * < > 

K-T y«i5 1 4 2 7 3 o$J5£i£t-:I^Tf;i, 1 
2^fcK^S^-ffiV^e ? 4^6^:^0^-y ^ n— 7vV#Cfls:«\ 1 4 2 7 3 (Dl&&-fZ> 

feizmis^frztfiftte. 2&%.jfcxm^bthZ>ffifc&. 142730 

011 £ N jgffi Sr BMft-f 3 *a # V > h ti 5 . 
(B/F#l£t) > B, FVNfMx^o*«l*Sr?W*b, SE^^o^fiSr^S 



WO 2004/065960 PCT/JP2004/000248 

81 

*fc ^mzmimnmmn&mmmztoz-x 1 4 2 7 3 

a*e %n t?*s*'(*/Ty±<i} (mmts m^4 9^tr) . 

5 Air JM r«?**vf-fcy>Ty*>fJ (Kitt «a*i5 4¥«tf) > 

«ftl«nettU (»3J» (IS^»R. BBflJ6 2^»fT) , Methods in 
ENZYMOLOGYJ Vol. 70 (Immunochemical Techniques (Part A)) % H# Vol. 

10 73 (Immunochemical Techniques (Part B))> R* Vol. 74 (Immunochemical 

Techniques (Part OK H» Vol. 84 (Immunochemical Techniques (Part D : 
Selected Immunoassays)), R# Vol. 92 (Immunochemical Techniques (Part E 
: Monoclonal Antibodies and General Immunoassay Methods)). H3» Vol. 
121 (Immunochemical Techniques (Part I : Hybridoma Technology and Monoclonal 

15 Antibodies)) (fiLt T*« * * 7> V*tt«fx) ft if «T#»f 5 ^ k *"C* 

Sfefctt, *»B««#MV^1 4 2 7 3 

1 4 2 7 so*iEfl!>ifc^#*ffl*n*:»*. 1 4 2 7 sowie^i- 

20 ntTS*** KfflWIv WW»»»^ ^h-^ TS/K-f*, * 

WR**^ *WWHW» lURAfe, * 

25 WMF, ***** <&imse. ^ ^ » >r imwwu mmm* 
mmmmm. *>r ^* y va** wffas, *«m*«ae, m* 

*h*-f (cck) , ^hy^^^by-^K (GIP) , # 

^MJy, ^/u* =f S/*^*- K- 1 (GLP-1) . y^b**^ 
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So £ hi^., ^^©flEfc&JBV^C 1 4 2 7 3 £>^$r^*-r3 Ct^J; 
oT, 1 4 2 7 3©«flE©»^asttffl*ttfc»^, Mmb* WiM^ 

dm (ptc a) '&(dwww, fows&m. m>bm&<D&ism>i>mB, 
v?*m.m, mskm^m^ $aiu &&&mtm, mm, t a n g i e r mtt 

(CHD) , flfdULft?] , flg«ttW»#ffifcJ:tf*0>«8BtfL giJW&jC. 
$lJ$C3jvWe-V (AC th) fti&mi$s ACTH1» ^r^, 

Mmmn. wm&fcmmgis ^m, mmm, mnm, tai±?^ 

1 4 2 7 3 0»^lf*a^HJ$^fc^a>lJ:W:. 0!l;tf^ 1 4 2 7 3 

K~i y*, mmmnmmm, mmmmm, mmmmmm, utm^m, Wimmt, 
m>bm, toismM* vmmmw, mm, mmm, rm^mmmm mx.t£* t 
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urn. rewnfs nm^mmmm. m*m. m&mm. mm**** < 

awb^ (CCK) . ^hU^^^VttfMJ-^^K (G 

ip) , ^v*=f^«-<^K-i (glp-1) , y-^b** 

* b we t v M^mmmmmmmmm) * 

.^ t#5o 1 4 2 7 aojlSciWD^tti*^*^^^ Wi 

«&««ft«e»i«« (ptc a) ^»w. 

T a n g i e r *fttf] > W P-Att^JKmto*****^^ 6 ® 

m^m c**i* s»ur£A (chd) , nwftw . 

tf*©«B»*U W**«*HWV»'*5' (AC TH) £«Mr. ( 

aww***** ifl-^mm, mum*. *mm. «« 

g= s ACTH#i«) . ftJttRA ***** 

£5c 
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20 



25 
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(5) 1 4 2 7 3t*ft57^^ f©^^ y-^y^S 
JBIftfttfl 4 2 7 3|C^t5r ilC^ot, #fflJ3Sf*3C a 2+ }gg<E>_h#k *B 

acth) cD#»fis^ n^aiia^ b © ^ u t n -^MiniJs mffiifrMnffl 

5 ft^JLbfrSvI^b. 1 4 2 7 3ttrtl&«rt^^t/H:jtii 

1 4 2 7 SKtt-tZmffiWiSlftnT^-* h tt&V iSf K&^tf) &#gsitU 

i-^^*>> t^b-a-^* 1427 3 %^-rz>mm-mk£-&tc 

W&\Z.tertZ>. 1 4 2 7 3 Sr^Ufc^rtC a 2+ ^±#^tt, M3F*JC a 2 + 
10 *&±#HSi*k c AMP4^igtt, MA P fcf© <J ^mt-h b 

<fi?stt<bx (acth) &m#ifflt£&, yy^n—jv 

^mmm^ nm&%mmm&teifzmj£-rz>z. tzwrnt-i-z 14273 

^ N PACAP (0!U PACAP2 7, PACAP3 8) > -fe^U^V, ^ 
#=f> % ^/ViX h~;>\ TK^/^^y^ y^h**^^. GHRH V C 
RF N ACTH. GRP. PTH X VIP (^yT^r^T' -T^X^-f^- 
20 TJ'K DKryK tKD^^K). y-^ b**^, K— 

7^yy, y^^^ cgrp (*;^h^y^-yyi/-f 

y— (#1, IL-8, GROa, GROjS, GRO-y, NAP-2, ENA- 
25 7 8, GCP-2, P F 4 , IP-10, Mig, PBSF/SDF-l^Cif 
©CXC^^yt7*7r^-;MCAF/MCP-l, MCP-2, M 
CP — 3, MCP — 4, e o t a x i n, R ANTES, MIP-lois MI 
P-10, HCC-1, MIP-3a/LARC, MIP-3J5/ELC, I 
— 3 0 9, TARC, MIPF— 1, MI PF-2/e o t a x i n-2, M 
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DC, DC-CK1/PARC, SLCftWCC^^T^- 
; 1 ympho t a c t i nftifVC^UJ ^ P - : f r • c t 

a 1 k ine4HOCX3C4rW>t^T?9HB , xyKt!,y > 

5 ^j/^D^MK, #7=^ U^77f^ (LPA) . 

TWU 09*.tf, «M*B6 *«K JMb***. fifeSfeft^) ^ 

JUtftlKa* *»«©T^ htW»*tt, «»Ofi«tSl 4 2 7 3 
20 iaot, 1 4 2 7 3W5»^Ca 2+ )|g±#m gfirtcAMPft 
V (ACTH) £*»1Wi5ttu ^Dta-/«Wm *fcttl»l»#**l> 

25 (1) 1 4 2 7 3ftW*«fi ^ CHOtt, fli^M, 

AtT -20» 3T3-L1W ^M^*fc#^*5^5»P^Ca 2 
+ «&-L#tf&^ c AMPdfe&flJSUSte. MA P y V«ibt> U 

<tt»ttfk BJWA»W«*^^ (ACTH) #sBa>*jfgtt> 
&*MriN«& SfcHAWdlWMIiSttWJfrt- l 4 2 7 
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( 2 ) Wfcffr&fljSr 1 4 2 7 3 DNA^tt5^WS*#*«it5 - it- 
£ o T*fflJ3S^±(C^m L-/t 1 4 2 7 3 Icg^^fc^fc&ttS 1 4 2 731: 

— ^oy ^mkhv<nmmt. 9Jif&R«»*/«^ (acth) 5H^nfN 

W&t-rZ> 1 4 2 7 3 W57^=^ h©«fcfefrjfe4r«#i-a. 

SrfT * 5 £ £ Lv\, 
*»W07=^=^ haW££8sK:*5V*"C» 1 4 2 7 3 S:^^ri-«»IJ!a«:fflV>* 

1 4 2 7 3 S:-&^ri-S«IJia©lBtia^i: bTte. fflJte&flfc#Lfc8L ^O*" 

l^>-y— ^y boy (Kinematica^ijSi) lc£5*£#, ttWftK:J:3flfcfe> 7 
uyfy w*ft ifXMS. Ufta* -e>il«IJ^SriHDV^>^ X/v*>?>i*W £-£5 r. t J; 5 

{&& (5 0 0~3 0 0 0 r p m) -C*EB#|B] GI^x $J 1 ~ 1 0#) ifrfrU _h 
£: £ b^i^Jg (1 5000-300 00 rpm) "Cififlr 3 0 #~ 2 R$M3ft'b 

u nbfrz>#m*wm9rt-rz> 0 &mm&*\a*. zmv^i 4 2 7 3 &$b 
14273 ^w-r zmm*?* <oMmmm#*v> 14273 <t>^«, 1 mm 

K> 1 o 3 ~i o 8 ^-efc5©«K, 1 0 S ~1 0 7 ^tfc5©^ 

^BJOT^-^ b^^^HJifei-^fcftfC^ 1 4 2 7 3 £^£^83 
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*ft*>U*JStt<k MWMtM****^ (acth) $w»mw»«u ^-fc 

«I«£-£:^H~S t> ©tfe So 

RlU-C*«*t* 1 4 2 7 3K#t5T^ H*> 14 2 7 3d 

zsmmm&m. xhuxmmftms- (acth) #w 

20 *fMK (ACTH) dtftMffii) ****c*-©T?, 

c t h) imwam (»* u < e> » ^ a * 13 

mm&itmm**** (acth) &&mm) ***L-c*jre*> 



So 

1 4 2 7 3fcMt57^M±. 1 4 2 7 3I^U14 2 7 3 
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msfi^m. mvmmw. m^^^v^ikm, ^ffa^ M*m% 

#1, 3i/-y7b^y (cck) , hV y^vttf hV — (G 
IP) x #*by^ ^/V* dt^1^<^ K- 1 (GLP-l) „ v-*v*# 

£fc, 1427 3^-r2.T=?^^ h*. mmmts Wiwrnitmrn^ 
m&fotimm. ^^m^m^^mwimmmm, m&mmmwm^ (p 

TCA) '&<Dm$m. 'fr0«S> ^^^jfiLtt^iSs jMS^BEfMSSr-S- 
trtftflRBMb^ IRNfcttttf?* Sl^^ OWEE*, J»£&, J38ffljfo.fr £0 . 

JHjfcVtfcB&fcs &M*mOM.. WjE, Ta n g i e rtfifc^] , 

chd) % jKjftjfiL* w . mmixmmnm^x^cD^m^if^mm^m 

I 4 27 3l:»t57^ftt, BJWAIWJ**/^^ (ACT 
H) ^mnUMtVX, m?tlt. ACTHlili, ^yv'^f, JfilfefiE* 

git, #itt^«, tttip^ mjkttm 
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i/#=f=.xhteb*) &it\tt<Di&<D** y-~-y4rjm. ^^i 4 27 3i 

1 4 2 7 3 «rfflVN5^ *fc«mmx.M© 1 4 2 7 3W^iit, i£3§ 

5JJgJ»g££ 1 4 2 7 3 £ <D^8-te£r« £«>ffc^ (#J*J^ K, 9 

C© J: o ftfc&ma-i, 1 4 2 7 3 £^UT^»J$^4£^"t~ 

(V^^-3, 1 4 2 7 3|n*m&T=*-* M . (*) 
ifrUfcVMfrfr* (1^5, 1 4 2 7 3Kl*H-5Tl'*=r~* b) * M IB 
Jft^£ 1 4 2 7 3 ^0*S^Sr*(93Sli"5^^«J^ fcSV^ (~) BBAtf&fc 1 4 
2 7 3 i:<D^-&^ : l:^^-ar^^^^^ 5 'a*^' ;5 ° 

-rftfcfc, (i) 1 4 2 7 3 ^iM^itt^^'^i: (ii 

) 1 4 2 7 3 «»it^^^»^m^^^^5 
r ir^#mt-fSJigJ»mi: 1 4 2 7 3 h<Dfe^%mk* : &Z>tt>&®%-fc.tt> : t 

#38 §B©** y— =i^^^felC*3V^r4 N (i) t (ii) ©*a-J21*5*t5, 
Mrt C a 2+ Mt> »F*) c AMP&J, #BJ!art c GM P 4 S *S Y 

#WWi-S«tt, WWAWW**/^^ (ac th) *HB*MH?5tiu ^y-fen- 
ttiSte-fb, SJW&ftJW**^*^ (ACTH) 5>i»*WWISH4x ^y-teo— /u£ 
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a) mmi.tim%jm&. 1427 sKmf&zttm&t. m^tinnffiwt& 

£XnX.mt-&y>)* 1 4 2 7 3 t^M^-frfc^l^ttS. M^lstcffifftWt<D 1 

4 2 7 3(c:#i-5^s»j^u it^-rsct^wc^-rssg^i: 142 

b) ^HsbfcIg^mSr. 1 4 2 7 3 ?r^i-S^IJ3S^^:«^«^m®^-i- 

^M^^fc^-a-t, ^ufcigM^j;^^^^ 14273 ^-g-^r-rs 
ti4 2 73 b<Dm&fe&mik&&z<k&&*frte : £<nm.<Dx? v— ~^<y% 

£o-T3BMI±K$§5IUfcl 4 2 7 3^M£i2rfc^K:33tt5, M&Ufcflg 

j»^<d 14273 ^i-s^4^ao^L. jfcifc-rs - £ sr#mt-rs^JK^ 

£ 1 4 2 7 3 b(Df£&&$:mk£^%ik&V>)iz.1t}-Z*:<Dm.<D*? y — 

d) 14273 &mmk-tz><k&%} mz-i-f, mmmt^t 9 ) * 1 4 2 7 3 £ 

^-r^JSBJa (flU CHOjftBJ^ ItMflS, AtT-2 0tt, 3T3-L1 

») 1 4 2 7 s^^tt^-t-s-fb-a-^itm^b-s-^ 

1:1 4 2 7 3 Z^m^ZmmzmbZttW&^&ilrZ^ 14 27 3HU 
»M?S^»J^U, Jfctfc"^ w t *%mt-rZ> V Ft 1 4 2 7 3 t <o 

e) 1 4 2 7 3 %mmb-fZ>fc'&V>l (0>Jx.fc£, JgI»SWfc£) Sr^K^DN 
ASr^-r5^Kfe^Srit*-t"Sr ^^«ko-C^BJ}&M±^aUfcl 4 2 7 
3 \Zffl&£&1t&&t. 1 4 2 7 3 iSr^^b-r^'fb^iJ.fc^i^b^^* 
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fcl42 7 3fctt*S*fc»*fc*«t*, w*^-«r^i-»IMS*flWStt* 
WfcU H*1-5w4*«ffct5IIMWIi 1 4 2 7 3 fc©tt*tt«:«fl5** 

s fete, 9#>Yk urti, MHflfcfctt*.-r, nmfe 14273^ oift* 

£AT©** p-^^f«felsi*5VvCB:, mffiWtt 1 4 2 7 3 k©*-&tt«r3E 
1 4 2 7 3 ^^i-5t©t?fo^«n© , t>©-efco-C 1 t i «tV>^, 1 4 2 7 3 

^^i-SnffLib^©)^©^^!!^^^^^ 50 u * iU ^ tf ** 

■Ctt, a**.**«WC*«»a*fcK b*5i5©l 4 2 7 3fe*#*LW 
1 4 2 7 3fctBt1-*^r*, ±f30*»38«»V^#b*^ *BBJ©DNA*r 

£V>„ 1 4 2 7 3 = - KtSDNA^^iiiW^Ab, *r*vb£ 

/U^lcmi-attE^tt*!!^^^ (nuclear polyhedrosis virus;NP.V) © 
25 7Ky-Kyy^-^- SV4 0*^d^- whP-M/V*© 
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-f • s<4 &v VjOjV • >r ? * h V — (J. Biol. Chem. ) , 267^, 19555~19559H 

,1992^3 {ciB^^^o-cfir^p-t^-e^a, 
bfc^o-c. *&w<v*? y«-^v^^c*5VNT. 1427 3 

^(Di:bT«, -?:Kgfr^W^^oTi|»iSiUfcl 4 2 7 3 -efco-Ct> <fc 
1>U l 4 2 7 3Sr^i-S3NUfeS:fflv>TfcJ:<, 1 4 2 7 3 «r£*N-* 

*J8W©^^ ^^^ScfcS8V»X, 14 2 7 3 «r£tf-*-«jNU&«rJBv»S 
1 4 2 7 3 %^m-tZ>'Mt UTIi, 1 4 2 7 3 S^mL^ 5 

Ml#*< a:*:*'' 5. HBja©?tt#^«fe^ tttt, Potter- 

ElvehjemM^^^-rif--C*TO^^bm-r^> 17- y y^^y/H»# 
y hny (KinematicaflJSD <Z> «WSEfc i*«ft*. 

it^KiiS^Mife^fc UTJH^fcfrS. 0iJ£te\ (5 0 0 

~3000rpm) t?ffi«PM (»# % $J1~10#) JfrfrU _bfif££b{-i« 
(15000~30000rpm) "Cil^ 3 0 #~ 2 BtPfl^fr U #£>H£ 

itaRSriiitm^^i-s. ^^ij^^t-fi. saifci 4273 t^iae^y ^ 

1 4 2 7 3 ^^r-r^^JIS^m®^^^ 1 4 2 7 3 1 MSfc «5 1 

0 3 ~1 0 8 #^l?fc5<£>tfS$?3;L<, 1 0 5 ~1 0 7 #^^fc5O/Wig-T?fc5, 

mmmt 14273 £<z>^#&&fb**5te£**:** v-^y-rz-t 
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5 



10 



15 



20 



25 



1 4 2 7 3®^t U-CHU »H 2 7 *fcl***tfcPH»© 

^ 1 4 2 7 a^^ttM^Sft^^^y- 

^i^fcfffcSfctt* *fi42 TattttSKfiSfcBffi®* 11 ^ 

^ y-^^lUfcA^T-fcMtK 9 1 4 2 7 3*A*« 

m-TZo *?7T-tts PH4-10 «*UBpH8-8) <DV^< 
v77 ^ hP^-ii/^77-ft^ Jfiam»fcl 4 2 7 3kOtt^*B. 

SHtt-C, CHAPS, Tween-8 0™ (&7h7^i) . 
SF, E-64 (^^KWKUiiO > 

PxT-imWJ^n-f-s £ t>T?* o. oi~iomi»«nt^- 

«J*t^ -jfc* ( 5 000~500000cpm) ©WiU*:II««*Win U 

inwici o- 4 M~io- 10 M«^^^«, (ns 

u<f±tt3o^3«MBfT5. »s** ^^«snwt«au iis^>^ 

MB 0 ) *fe*MWUW*** < NSB) ^|V^*«7^b (Bo-N 
SB) &10 0%iUfcB#. «Attl»** (B-NSB) 5 0% 
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£3o 

msJsmt 1427 3 t<D&&&*mkis^z>i\& s fo*** v<-~isy-tz>± 

IBOd) ~e) 0^jfe«r^Jtei-<5^:«>fctt^ ^Jx.^ 1 4 2 7 3 Sr^H-SttMS 

^frWfcti, *1\ 1427 z^^-t^u^^'^^^/^^—Ymz. 

ca u , camp, T7*Yi/mte¥) <D*ki&&, mm*tt-r?> 
»u&iw«sttsrw^u-c^^ y — =^«rfrfc o mm* 1 4 2 7 3 & 

»SUfc«BJS#&5rcft>3. 1 4 2 7 3 Sr3S5i bfc>NBllS £ LTfis 1 
4 2 7 3 Sr^rr-&*BJte**, _hlBo|a4ft^.ai© 1 4 2 7 3 lrMtfc«*: ^ 

m^m. &m±m®, mmmmm, mm^mm, wmmmmm. mmttz 

-era, 4f*» w*m. &wt. v^m. $kit&mm. mmttz) t<D 
3bzw*mmm m*-&. to. ^> ^-^m. 
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* l^**> 1 4 2 7 3 ©SttHttO^MWBWSI^ 
ffr$^b^»*S#*U<ffiV^*b*. 1 4 2 7 3©«ttWfc©K*«*** 

mfflftfc 1 4 2 7 3 fc©»^*^3**fl^#T=*-* h^TV*^ 

^ M?*>a*r±. Jiiaufci 4 2 7 3fc#t«7^ b«>** y-=^ 

1 4 2 7 3 fc©tt^«fl5***flS*»**:B*«>*«>^^ y ~ 
-^,fft, 1 4 2 7 3. 1 4 2 7 3mt5», *fci*1427 

1. y — :=.v*7Bt*s& 

a ) ^mmmmm^xxfm^mmmm. 

Hanks' Balanced Salt Solution fc. 0. 0 5%©*VJM*T 

b) 1 4 2 7 

1 4 2 7 3 mS*fcCHO»»fc, 12^-Hu5XlO 
;U 3 7°C, 5%C0 2 . 9 5%a i r t?2 BlW«iltfct>©. 

a) mmmmm 



15 



20 



25 
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2. 

a) 1 2^g»^*ffl7'W-hmiLfcl 4 2 7 3MCHOiM. 

m^mmmm imit2 ®m& vtcfe, 490^1 <Dmi£mmffiWi&&ttto 

b) lO-'-lO" 1 °M©^^#lMI: 5 m 1 5 

c ) £OM£i&5!r u i m i (Dmftmwmm.-? 3 isi^i-So ft^t-^ u 

tdrnm y K£ 0 . 2 N N a oh- 1 % s d S t?»»U 4 m 1 (^^flcV^ 

^w-*-a mtftmmm tm&-rz. 

3r$J^U Percent Maximum Binding (PMB) £:&<e>5£-?5fc£>5 0 
PMB= [ (B-NSB) / (B 0 -NSB) ] X100 
PMB : Percent Maximum Binding 
B : &&&Mx.tz.9$<Dm 

N S B : Non-specific Binding (##JI8M|£-S*) 

b o : m±m&m 
z>4b&M&fr\tt<Dm±. msfiwtk 1427 3 fc©»^«r*fls£*5fWBSr 
*—&ftvxmt&Mmfs&ttT&{b^ i £it&*:(?>m. (v^fcj>&, 1427 

m. (VN;b*$>5 % 1 4 2 7 3W5T^^ h) , (/n) 14 2 

7 3 t<Dm&zi&m&i-zfc&®*tcte : t<Dm., (=0 jm^mi: 1 4 

#isb'x&zmm&&ft<Dmf03mx$><>xi 3 &\<\ 
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5^©tittii, ±m^mm®£ft%m (flu mmmftti "mm ( 

^©Mttt(±, mz-its mmm wx.&. mm, 
wt, skfcfcmwt, met*?) tcom., &z^temmm (m*-&, mm, ^m, 

m, mm. M*wt. *9vw*wk. s<is^i/*jvirs^mt£¥) bom.* 

10 if*SfflV>btL*, 

1 4 2 7 3fc*ft5T^ Hi. 1 4 2 7 3 \ZM^^> V Kt?*>»llBl» 

1 4 2 7 3{^i-ST^^=?^ Hi, 1 4 2 7 3 y ^fV Ktf*>* 

jKflffl»£ 1 4 2 7 3 fcO*frfr*«rli»i-Sft:^«*^»*« , *f*» 14 2 7 
20 flBJffittfc 1 4 2 7 3 k<Dffe&X*m&iS&Z4k'&®&itft%:<Dm*. 142 

25 ffiv>T#P>tt5 (i) 1 4273l^t57^btfcli (ii) Jfi««fc 1 
4 2 7 3 fc©|S#**i«»"r5<b'fr**fctt*®**** 0»]*.f*> igj»#wia*^ 

j^xvi/tsffigmftm* xhvxmmftm. mmBzwrnm***^ (act 
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(ACTH) ^MSi^y (0*b<fi, jmMBJfea^ irn — 

mm, xhvxmmtt. wmBznmm*/^^ (acth) t^mmm 

#£>*l£ (i) 1 4 2 7 3\Ztt-tZT=f=-X h^fc« (ii) mffimt 14 2 7 

^•b—^, risy—isas mmmnmm^ mmmwrn. mmmmmm. its 
rntkm. mmmt. m^m. >mmm. &mmwm* mm. mm&. rmim 

/v^-, JBl»#tfe. j»Jffi$H& JBteJBWSts H5>T y ^jfaK, iUjfnJS^ ft 

flWf^/we^ = isi/* h*~i/ (cck) ; hy^^^ytf 

hy — (gip) , #*i>y>\ i^/V^ =f l^<^ K— 1 (GLP 
-l) > yvf^^fy, h y ^Sfettt^T^K* ^yr?<r 

5^ #7=^, =a-P^fKY, xy^r^i. ^KYYftif) 
flWHB*A*^«>*A MMS. WflSjfiuE, SMIRK 

( i ) 1 4 2 7 3 KM1rZ>T=t~X h^fcfi (ii) 14 2 7 

3 fc(0»^Sritt3Ai-S^^4fii*fctt-t©46W:. 09x.tf N ftMEf-fb. Wsffi&ik 
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« (PTCA) ««W*. *********** ***** 

* ********** mmm- 

flg *«. MUM*. W "I ffl - *** 

B ,«ft*«**^ ' <ACTH, 
(#* K »- H-ffiWO* ^ * b V 

(A CTH) ftWHOTJB) 
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xhisxmmm. m&fgMM***^ (acth) &mmmm wttt 

(i) 1 4 2 7 3WS7^^=^ htfcft (ii) 1 4 

2 7 3 k<Dt£&t}*wp£^%i\&fy*tz.\tt<Dm*. 0iix.f*. mfcffi. mm 
* y wv"¥— „ ijisttt^ jjtjro#3§. rt^r >^ y ^Jtofi*, ft 

iliL*& ftFFA3m. ft+telBJ»£s JlitM\ lliilflf, Jfi^ffi, mi£ 
f$& y fc&m, m^/^^ (#>J> nw^h^y (cck) , MJ y 

* ^ > t tf h y — y <~7 = $- k (g i p) . h y i^sa^yf- k— 

1 (glp-1) > y-rh**?-^ ^ h y ^ffi^T 9 ^ h\ -fe^w^v. 
^ y 7 ^ r ^ K, f-^^^^p, 

YY^) WSit#£&&if<03£& (#t-x i&&^> HEWlffi, t5 

^w^** y — y— h^/B^-c 

#P>*L<5 (i) 1 4 2 7 3^t5T^^b*fcli (ii) KMt 1 4 

2 7 3 ^©fe^Sr^^-tirS-fb^^fctt-twifittx Witf, ttflfifliSMk »J 

Nm&m (ptc a) '&<dw®&, >\Mmm. ^mm<o&!k^m^ m 
Gmtem&'&ttWimmkm. wHRttawr, m** (mmm, mm&. wwjil* 

if) . 7 JWJk«tt«li*» iS*H\ **flcSgflalE, WJie. Ta n g i e 
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. X*ttL» (i) 1 427 8«*t*T^^»W di) M*!*! 
4 2 7 3 ^^*«flS»*fe»*^ M**** 1 
***** (ACTH) »«BWIkbX. «M 

10 XKAXMMMQ . 

.ft** ****** 
BMM) , MM 

^ttftfc, M , **** 

TH^M , M*ft *** **** * 

M*e«o* iittwtts^ ****** 

MM. ********* *** 
*«***>X» (»T, *H«*fc*«-*^**>*> 
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uitURtSwtms. *mwox? y — -istr^mt-tnte* 
jt(*. k nmm&. mvts viz*, vmzm 

5 liswc^t^ #ffiH£#J£o. o i~i o on&Mm^titt J:v\, 

mistiTcMm'Cisxv ^w?i;^zmm. j—xh&mw it^x^w^^ 

fctt-tO-^W ^Bfttft^ JTT-5 0 1, MCC-5 5 5, YM- 440, G 
1 -2 6 2 5 7 0. KRP-2 9 7, FK-614, CS-011, (y E) 
-7- [ C [4- [ {5-^^-2-^^=-^- M * 

p<t°y k«» ^(Di©^ y ^^{Sit^j m^usk, -fe-T-i/y 
20 =k, 5^-^y = K^yt^-^^^/w^A^TKfp^. GLP-i, -j-v^y- 

K^) . -Wf ^/^7*f I (#k NVP-DPP-2 7 8, 

PT-100, P3 2/9 8^), 0 3 7^X h (#k CL-3 1 6 24 3, 
SR— 5861 1- A, UL-TG-3 0 7 X AJ-9677. AZ4014 

^^y 7— t?a«!U *-6 -*^77^- tfiassu ^/^=f^is 

#t3W x SGLT (sodium-glucose cotransporter) IS^J (#1. T— 1 0 
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(SNK-8 6 0) . S'TA'V'Xfyh (ARI-5 0 9) , CT-1 
1 2«) . #«**H* (*U NGF, NT- 3m > AGEWJ (*U A 
LT-9 4 5, t^<7*i^ 1^7hW^ N-^^/l^T^*^ 
5 B $K (ALT- 7 6 6) , EXO-2 2 6^) , C«. ^ 

^ ??M 9 +^ W**9+^ xi****^ TYA"<x***> ? 

-b^b^ (*k ^If^^-K ^u^-T^-K i/A7^7-K 

-7 TAn^fy, **^i?br^ > 

« % CL-3 1 6 24 3, SR-5 8 6 1 1-A, UL-TG-3 0 7. AJ 
-9677, AZ 4 0 1 4 0#) > Ktt«l («. ^^^> C 

NTF («Kflctt8j|»B7) «» * aW^f^T^b (*U ^ 
25 ^hj/K FPL-1 584 9*) »W6*t5. 

^T^K, i>^u^W-Tv>h\ by^o^^K, tKP^BBfTi? 
h\ t Ko7^f7^K, ^<y^t FP^pnf7i?K, 
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^7*7775K«) . ftm^^J (#k ^yH/*t-K 5-7^a«7 

16 #!k — 37^ ^i/i? — u-f^ri/ (IL)«) , an=-itB^ ( 

t>IL-l, IL-2, I L— 1 2ft4f3ftJ#*bV>. 

20 if— ^ (Cancer Reseach) , l4 9t, 5 9 3 5-5 9 3 91, 1 9 8 9^), 

. ^D^yl/'ty^n^ (Journal of Clinical Oncology) . ^1 2#, 
2 1 3-2 2 51, 199 4*F) , Hf^rn^ K (#J, 7**^ t^S^m . 

ixa. • S^-Y*— • • ^rt^t- (British Journal of Cancer) , f6 8 
3 14-3 181, 199 3#) , jfcJ&avWE-:^ IGF-1, fcSV^i 
I^f *^it5B-rfS)5TN F - a, LIF, IL-6, t^^^fy 
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tsbK, mmjtmm. alt-7h*k wm&mmm, y-128, vxs53, 

Tir^/V^ y # V KCflk ABT-594) , iVKt!) Vg3&ftt£#tai (« 

5 , abt-627) , *;7^*d 5&*m*ss <*.u b 9 ^ kao , msmmm («, 

LY-333531), (M> ^y^TiffV) > 

<Dmtm<D&x&i&umz.®.mx'*z>o mm. m^m%t^t.^<om.^^M 
temvmtez&m^bfrZo mmmtMmi^^^xh^m^-^, 
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u^^/k jtfya^w^y =— a) , ^M^vttJHK&ttafl (#k tfyyA 

h8 0™, HCO-5 0) >fei*fc#M§Li:t>J:v\, Jfttt^i: Uttt, #Jx. 

10 jiiBBsaitt. wmn v^mmmmm. mm-rhv 

%WiM M*.ft. 9i/K y*, * = , 

#lx.fc£, 1 4 2 7 3 ^^57=^=^ hOS^itt, -i**l»> 

20 t^lf (M6 0kgiLT) tM^ll -0fCotl!)O. l~10 0m 
g, #3; L < ttift 1 . 0~50mg, «fc 9 b < «#*J 1 . 0~20mgffe 

(M6 0kgttt) lC*5V^TfiU — 0^O#^JO. 0 1~30mg 
25 &3;U<te&!0. l~20mgSI, iOI?tt<(tl)0. 1 ~ 1 0 m 

6 0 k g^fc«9(cm»b^^^-t-S^^>65-C^5 0 

(7) &wmw<Dftm**~xj»<Dmjttm 

1 4 2 7 3£ffiV^^£Kl«fco-C, ^tlWSl 4 2 7 3^fCllM 
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(1) 1 4 2 7 3£fflv>5d££:#$c£:i-&. ( i ) WMffcPWF* 

uBjttwt. i*k y ^^m> ftimm, * 

io f KfttJNIffie. JBJffiVK s*tt*« 

ffi* MM?*/l'*V (flk =rW*h* = ^ (CCK) , b y If 

(GIP) s ^hP^ (GLP 

-l) . yvh^^fy, ^hP^W^^K, -t^w-v* 

15 >\ #7 = ^ =a-^/fKY, x^7r!l^ ^^PYYfcJf) 

mat*** (*h-> «s»«. *igjiiL3e> hb»u tt«a^ aJE'tfje, 

HBflftfc) ®^BS • «W9k (ii) * ^ v*fW5^ 

^ y >4&amflE& cud ttwwfc* »««wfettft**5 * 

20 m C0!!x.te\ T^o— Atfe»l»fiS'(bs£, ^ffi»llRB!«Jfe. Attfrtt*** ^ 

Tm&m.m<Dimmwimmmm, m^wsm^m (ptca) «ob«», 

igdu *SMWftafi^ Ta n g i e r-*ifc<!f) . T^o-Atttt«ffi{IS 

25 if»i^^W C^J^tf, 5SMgl* (CHD) , HSrilJfi^if 
] . fflfTft«*»ffi»J:t«©«^*^^®™"^**- (iv) §,m 

&«*j**/we-^ (acth) stwwwm m, srmnmm, &wmm . 
( v ) ACTHiiut, ?w^?m, mmm. m&mm&wmm^. 
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fistrmsm ^^msm. nm, muse* nmmn. i*mm&mm&. 
&%m. mmm. rnxm. t ftti wjul^s, nmm. m 

titer?. fo%V ^JkMM> BHitlBaS* &JfiL3fc*f#3!m) % 

ww&K<ottt£Z<otiy&<o s p& 't&m> (vi) m&mmm& (m*. 

• (mtfx ik^si^, mmm&. &&&mtm> mmmm^m. 
cth¥M£) , MX-iis wm&s ffir^^, 

/m?-, AtJis^tt. ffij»#«is an&gafcst. y >-jk^, mtmm, m 
ffa^, fttpumffim. mm^ mm±mmmm. m-kmm, 

m. M^fr^*^ (#U 3^^^ (CCK) „ ^hyy^-<^tf 

hJJ— (GIP) „ tfxhV^, ?A'l3^m?<Zf s $-Y—\ (GLP 

-l) , y^h**^>\ tfx h v ^Wcm^f- K> -fer^w^->-> s<yr?T 
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mm. (iii) iwWi^i^tvbotM cai*tf* r 

aftwaawwp** (ptca) t©s^ 'L>&«g> a* 

OTix6>©»5Mfi C«*rf, »»JW» (chd) . . flgftttWt 

**»J:r|t*o«IMftW«*©^ft-**^- (iv) W**«*H»*^ 

^ (AC TH) JHHWNK* **:» (v) ACTHMi, * 

rfnffi, ^jsj**, **** tftLi5 ^ 

(3) l 4 2 7 3&J8V*5£fc«rWfcfc1"5% ( i ) *FR#5 . W*rt6P*^ 

jimus. mums* ****** &mmmm* nm&* rmwm 

m m*.t£s *»*) . tRW&mm. mmm. mmm* ^^ y7 ^ 
mmmm. » ««^> « 

f f A2iEx j«*i&nMfi£* ffiJWiff* ***** 
^ ^^y^v 3^^h^^ (cck) . ^fy^^-^ttr 

(GIP) * ^/V* =f>-^^ K— 1 (GLP 

-l) , y^h**^>. ^by^m^^K, *vt9? 
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m, (iiD Wimmit. mmm4k&fe!&&£v ij t*ib<Dmft ! J£. w%.t£s tt* 
wim&&m> &BLtoM&amfim (ptca) '&<Dw&m. ^mmM, m^m 
mm, mm&, mmALtzz) . 7?*mm, msk^m^, mm., &&im<b 

M, mm. Tang i e rjfffc^] > T^a — AttibMTOJkW^^J:^ 

hb&ffi&m mhmmrn (chd) „ , jmscftumst 

• mmm. (iv) BJWftft*iJ**/we^ 
(AC TH) &&{£2iJ& (v) ^jfSi»^A (W^-tf, UttMfiiiJJ* 

Bfifl*5o?»3iftteJlf&, JI&JJeJIT^ tiHSEflflfc. JJfSM^) . (09*. 

nawae. &&mmkm. mmmmtim, mm&mmm , 

) , &mm& wz.&, mmm, mm, &m#k, ^mm, i^rwv 
(4) #s£&i 4 2 7 3\z^m^^tcm^\^n^>, &mt 14273^ 

3e^*SrW«-t-*^i:Sr«N»i:1-5JiflB (1) ~ (3) ^M<D**V—~^-r 

z<Dmmjjm±, itfjiaufcy K£ i 4 2 7 3 ^o^tt^^b^-^^'fb 
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«&**fcr**©aw>** y-~^#2fci-*3^-c, f^t^^tt^ -tfc 

iWKOWKGFftffi* y b tt, «WB bfc !> *f V K k 1 4 2 7 3 k 

(8) MJgl^ttS 1 4 2 7 3*^t»4*©*fiS^^ K©**rSMfe£*3fc 
1 4 2 7 3 *4$J*«J1-»WH-S - * SHJiaift 

{£*3tt5 1 4 2 7 3©i^b§*5^^fci«^©^^ y-^^R: 

15 (i) #fc hBtfLtJj^Oa) jfcfcu b) #£<C«ls c) «NHW*&¥«Ufc 

5 1 4 2 7 3^it^tW5, JWiaKtC^lt* 1 4 2 7 3©It«ft* 

(ii) 1 4 2 7 3mt«3Wl8lWWt*««tfc*, 

20 U IMU»WMc«*b* 1 4 2 7 3 fcKU;*, IWMWcaait* 

1 4 2 7 3 ©SSr^H^^a-ffc^^^tt-t^*^^^ !> -^v^S, 

(iii) #fc h*Mh*©a) JfDL^> b) tt£*>HH& c) *»a>€>)|«Ufc 

25 esMts^tias, mmmzwtz 1427 3otm^5U 

(iv) 1 4 2 7 3 L*:*, i&flE»!fe»«rffl 
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3 <o * * & * 5 * « * <z>&© * * v — - > &m&-r % „ 

»m®^-(-^*tv-5 1 4 2 7 3 ofeJItiJIflcWJcttWT© J: 5 {CbTfrft 

(i) &1%$>Z\<VZ.m&*:7*frl¥KhmiW}® I"?*. 7yf, 

t>i?-^ s tye?, ^>3 N >r^x i?vvft£\ i^a^icfi^^ 

Rwm&M (M$-t£, hv byxioo™, o™&*f) &^5rfi§v\ 

J®!gtf s #<^;frSm#tf>-££:^5 0 iW^iLXH:, Potter- 
y fn>- (KinematicattM) <D«fc3*BE#, 3B*»fc J: 5fi8E». 7l^yf7°^ 

fojjfcxzftmm^t UTffiVN^ttSo ««mM£{g;i£ (500 

~3 0 0 0 rpm) "CMNfM (5i#, &J1~10#) JfrfrU Ji?f££k{-ii5 
(15000~30000rpm) "eil?!? 3 0#~28#P^<i>U #£>*L5 

*BiajHnB^»C'&**L5 1 42 7 31*, fllfctf, ;£3§i^m#&/SV^1?-:/ K 
-T^^SaO^ife, Vzcx&^-fviy h%ffite¥fc& I9^*i"5r ^^x-#5o 
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(ii) 14273 &3§m-r zm%m&fc*±&v>*&te-#^ft&^ m&m 

®^^**tS 1 4 2 7 3 £*41-3 - 1 ^t?# 5, 

HMSKKlfcr** 14 2 7 3 0tft«fc***fl5^*fctt*®*®^^ 'J 1 " 

^h^^mts-^i (3 0^-2 4«pna«r. «f^u<«3 0 

#fu~ l 2 Hf F^ffi, J; 9 b < ft l H#M tff~ 6 B#IW«f) t> U < tt— j£B#M« 

(ii) ^^^^^fe^^v^^a^^^b^^^'t'^m-g'^-ers 

(1 Bt~7B^ »*b<ttl 0i~30t, J;9#*U< 
|i2 0i~3 0i) s «^*3ttS 1 4 2 7 304^^*i-6r^{-«t9 ; fT 

JWSHW^fc^SnS 1 4 2 7 3©it®tt^(-WOJ; 5 KlUTfrfc 

(iii) iE^SVN^m^/^t bPifLIt)^ (09*.tf» -^?*> 9yK 
ty^ fvvft£\ iOJWfcWtett**? 

tf, im*x, mt«, atafflu sue****) fc^swtt^h^ 

l 4 2 7 3 roASTflttB-t-S r t ^s-e# 5o 
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(iv) 14273 &&&-rzmn$mftm&m^xm&v>^®z* tz^tic 
-m, flistti, (#ix.tf. y^». Mit^mm, mm*z) to 

«(D7^ y — ^V^^a5Srfflv^T#e>*t-5-fb'&'»*fc«-t«>itttt. gnus 
miz&tfZ 1 4 2 7 3<0**^{k**5f^ffl«r*-i-«'fk-fr4fc**:tt-t«>«I-efe 
5 N JMfcffjlCte, (-f) #BJ3$lg|(C*5tt5 1 4 2 7 3 <D-ft£:if An ^SCif'i 
5, 1 4 2 7 3*^i-«#BJteiWai^*l«»$*S^^*fctt-5-«)*ftx 
) JfiBiaffllKiisttS 1 4 2 7 SOi^^SwttcJ;^ ttUHMUWaffiH^ir 

*Hfe#*n«c^»*bv\ w^rf. ssmifc (^J^.tf. 
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ffljiaiRtcasrts 1427 aoi&^&^ste^^fct**®*^ 1 4 2 

/«y (AC TH) #«&W»ftUB (#*U<WU TO»^b<D^yirn-A- 

S&mfcMs xhvxMKim* WWWt*^^ (acth) 3tt*NN 

au muBLmmtoA^ef (acth) ftmmmi (»*u<r±. j»fl*«ua^ 

fc<0^y-fca— /v£j^fW*!U jfc^/iHrn— yM6T8k ffiJ»^-^WJ^J> W 

>-*y^««k xb^^mmn. w*a»w**»^^ (acth) # 

^fc, 1 4 2 7 aoa&^iflS^Ste-^^fcte^&Mu 0>J*.frI* *t»#J* 
^h-S*^ Ti^K-iX^. ttmjfttt&Pt^ ^m^W^. 
ffitPUKfc AMUfe. ■MRfflMb, *4rf6s fcfflHM, tttttttt*. Mk «S« 

^y^yyr wv^-, mmmvt. mmmm. m v 

m^ffi. JMP*/^^ nl/^f^ (CCK) , #*vv 
>y?J^K}f <^K (GIP) . ^by^ ^*=f^«^^K 
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-l (glp-1) „ wh^w, hv^nm^y^-h\ 

1 4 2 7 3 w*^rli*p$^r5'fb^*^:« ; e^(i. #Jx.fc£. 

mwm&iSM (ptc a) &<©w#e#, m>b&#<D&&xkte8*&* 
ifaM^mt^^tsmmmitm. m&&m?, m&<p ommm. mmm. mm 
skf£t') s ??*tiim, mskm^m^ &&WQMt&, iwe, T ang 

wf, mmm&m (chd> % jwj*jfiL&if) , m&tmmnmszxfi^tom&m 

&«^J$t*/WE-^ (AC TH) ftVmUMk U-C. 0iJx«> ACTHi41ll> 

^j/c/y^ tilted. »# 
IE». flSJfi^ J3ftJlflf* #SttA*l»*, «LB«» 

1 4 2 7 aoS^M^^-yr^-fb^^fe^^ltf*, Mia^b 

Biw&ftjwat*/^^ (act 
hu^mtfrftm. mw&nmWi&A'*r> (acth) ftmi&mitm) tnz*^ 
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mm. mffiftmmmk ^^^v^smt&m. x.huxm»M> wm&wm 
■ m*»*^ (ac th) Gwmm w*b<tt, rewajfi**©*'!'"*' 3 - 

> mm. xY^mmk mw&kjw**/^*^ (acth) ^<e^J) 

1 4 2 7 aoiSttte^JS^S-ft^***:***®**** #Jx.fc£> 
Hum, yf^x, «f^#f#fi»*. ItfiHBW 

mu»& ^mskm. mmfa *hmmmk jbm. na» 

^»0g#»») > * c«*.^ *a§&) , mmrnw. mmm. 

>f y yr wv^-. nwj»*tt. iBwasft. &ttJg?£f£. *-r !> 

jawr^^v («, aw^h^v (cck) , 
y ^^5/Kifh9-^^K (gip) , ^by^ 
-i (glp-1) , y^h***^ ^by^w^^-F, 

yy/^) (Dsmmm. il9 

liMi (ptc a) MS*. tfci>m*©*JW4'l>&** 

jiL«^K'fw*^t?«b«iW'fkae, ra«w4Bfefi\ jbs** m®m. mm&. mm 

jtSLtjtif) > y?*mm. *SMWMb& Tang 
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msbmm& (chd) , . ifWts^J:D !; e©iM 

* if «d*sa© w • t&mm t vxmm-tz r i: #-e£ 5. 

&»wit*A^e> (acth) ftwmmmt^x, mx.t£> &&mmm!& m 

nm-mmm w*.&, minm. mmm&, &&&m<km. mmmmtim. 

cth«««\ &j££ia wft^s mm, mmfc* ftv&m. 
f&& mmr wi^— ) N ^ ^ ^ ^ a y 9 ft ¥<d^& • if 

^•#3* fc i±z <Dm. *> mm^m v ^ s c £ ^ ^ o 

u < ti^tL^^^^dw^ irftzmt (Dmm&m&s if 
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i^o-c^tscH^s, ftit«©*tt»fc uxr*. ^a^m 

*y*^v^y=«-A') > ^*vttjra*stt»i (flu *5y^ 
^__ b80 ™, hco-50) ^if^#fflb-ci>J;v\ 

15 yi?;vr/W3-/^ ^ ^ Ut t iv\ 

_k»W6 • IWWitt, @* 

20 jyw^iffcB^bxt)^ iwstbfcffiN«»a*. aaftr^^fc** 

9Llb« ?yK **** ^ ^ 

25 «*.tf, MWfctfW* 1 4 2 7 3 ©**^*«fc#»*fctt*«>aw> 
&#4t±. «#*Hfe, Se^. «#^fciffc:,J:!?a»W:JfcSa $ * » 

^ _ 0to ^O. l~100mg. #*U<tt*ai. 0~50mg. £ t) # 
£U<i*»l. 0-20mgtfc5. *ftp«|cft4t8»^tt, 1 liltt 
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ait^jo^-cria^^tf. ***** (^16 o k g t u-o tc^-tra. 

— 0|CO#^|O. 0 1~30mggl, jfflKMO. l~20mgtl 
it)»*U<fi^)0. 1~1 0 m g gg^KWt <t !3 

o) 1 4 2 7 3\z.tt-rz&ft&tt^xti:z>m.m 

14 2 7 3Rl^5tfW£©*fq$§ttfc8: % 1 4 2 7 3©|i4t5^^t/^ 
£-f±, 14 2 7 S^i^-tSv'WfeS, ^Jt«, 1 4 2 7 3 ^^5^ 

(acth) #j8flM&f£fli ($?*b<Ji, IBHSHBil&^fe^^y-fen— 

itm. xb^xmmitms mnmmm***^ (acth) #mvmi\?m) 

fti?«r*LTi^5<E>-C, JitJifijSBia^bo^y -fee— /v^^^ij, ifc^^iH? 
»&»Wt*^ev (ACTH) 4H&fflffi*iJ (£Ji£b<te, HBJ»«BI&^b«>^ 

^wmmn. ^M^awsau Mw&fDW**/^^ (acth) 

1 4 2 7 3l!i*M-sa# **n3n#0 tt> mtf. »* 

mmm, ^h—^, t->k— f*, ***#sb«. *£**?iw^ 
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^ y7 ^- wj»*«u mmmm, &mmmn. j*^* y vjms, « 

HHP^/wev (flU a^b^ (CCK) , ^b^f 
^^fctfMJ — V/^K (GIP) > #xh 

5 i (glp-1) „ y^b***-^ ^by«^f k, -fe*w^> 

YYftif) <©^IW. *at»RA*£0>£* OKM-* JEWffi. ^ 

10 2>r t^-C'^So 

1 4 2 7 3t£*H-<5m# (flL ftW^ » 

mwmw (ptc a) &<Dmmn, ^ffi*o^fe«A. « 

15 srKW^triMIWflafc* W«tt*fT* ***** «m*Lfc 

if) „ Blfc-WW*> SHtU *3*#SRflSje> W3£> T a n g i e 

BMtftA (CHD) , MdUL**] > «WJMT»J:t«©*Hteft* 

20 Sfefc* 1 4 2 7 31*^ (flU WPfAWfl 
»*yHrV (ACTH) »«#J£ UT, 3*&»t»£A (fllfctf, 

, Wi£A OW* *7BHf) , ngHft«#£A (0!U ft««A, ****** 

25 Btt5oiaAttllf*, *J3fi!fffife* «ttfff*s Jff«*) s 

■WftWWB*^ «Wfe«im i?:|^«AfcJ:5*teK3*»fflffi* AC 
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thwi«) . &mm& mz.it, mmm, mm, &m$k, mwmm, & 

(10) ^P^^T^-^-fer^^DNA^fcfis i RNASr^f tt^SHI 
^^©7Vf ty^DNAf f:(i s i RNAft, 0Sfc.fi* flMSMfflJ&d* <Z> 

isxv i^w^m^m, ^v^^wm^m, m^&nmwi*^^ (act 
h) ftmmffiftm w*^<te, mmmm^o^v ^v—^&m$m<fem, 

M/^nsti^, pjw&sc#j#*^v (acth) ftmomftm) 

mm, mm^mm^m, j^^v^mfmmm, ^v^^mmm, nmfcwm 

WtHvv=e> (acth) ftmmWM (£?i£L<«\ llftM^^^ytP- 

mm, xhisxmnm. Mm&mmm^^ (acth) &wvzmm) &i? 

^sis^ itsjmifo.^ im/ram^ -mi, >ummmm, mm, mm 
m, rmimmmw TmitM$m&4&Tm, rm^4-xm, mm 

4^*v>-t wt^-, mffin&s mmmm, mmmmm, m v ^itm, 
THishmm, mFFAm, m^vmf&m, mmx?, mmttmrnrnm, m&m, m 
&m^, m*w*^*^ m, =*ui/*h*=-^ (cck) , ifxbv 

yU^^^yy—^-f^Y (GIP) , tf^h!)^, ?;\>t>dil'm^ = f-Y 
-l (GLP-D x yvf^^fy, #x h V v&m-Wf- K, ■k^i^f^ 
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yy*« mmm&ttunm cwk, wmu 

MUUM* 

MMM (PTC A) fteffM*. ****" > **^' * 

« if) MJMWBWk »«. fHS. T a n g . 

(chd) . nt**n - 
mawA-ev (acth) awewiii:^ «*.«. *s*sh*** «*■ 

MUD - «K* ' (W - W * 

« warn*:**- w^ohwmht*. «*® - 

**.«HS« (««.«. «««*• 

cTWMsxaao , «*■«. w *' 80 - 

KTm^DNA*fcltsiRNA*»V>5«*. ^ 



WO 2004/065960 



124 



PCT/JP2004/000248 



^T^ir^*DNA£fcfct s iRNAii, ^M^MiCjS^S^ 
(11) *3SMODNAi»Att«Of^K 

CI] ^PjO^ttDNA^fciS^rO^DNASrW-r^^t hnftfLtbfcK 

[4) ^Mro^fettDNA^fett-toagHDNASr^L, >ftfL»«Jli:*5V^ 
*3SM«)^3t5ttDNA**:t±*©a5llDNASr^rr«*t huffUKj^ (£AT, 
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C5 7BL/6m DBA2«^ SSMWfcbX, B 6 C 3 F x Xft. B 
5 B6D2F i m BALB/c«, ICR****) 

jr h Wi s t a r, SDfctf) fcW#*l^- 

rf, jMwafctt, aa©**^ xa, 

^DNA^tli, W ftl427 3ft»a*«DNA*«*U « 
15 IE#ftl 4 2 7 3©«»*»«i-61 427 8«aft*»DNAftlf 

fDNA 3 y^h7nittfflv^^-^Wfc^ *»w 

©t hDNAW^^ I*li*llHW*V>«»ODNAttt8 
»«OkhDNA*»#tfcDNAn^h?n 

1 4 2°7 BO«^^-i *»**W>^** h% 
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5 _b|3<DDNA^flS&£:fTft 5^*^— * — £ Ltli, (i) 

/v^ (M> ^5 7^^^ IM* h^tfn^/l^s aIfo.;^pl!7-'r/'l'' 
K14, 37- y> lM*5itJ? I II, V y^AMPftffief'ft- 
if|3 I i^^a-^y K ^hP7^A jg^fiKtt7;V* U 7t^77^^- 

15 if. ^AfU^ttH^x ftAHr^-fn^^tH? (— JKfcT 

i e 2£B&£n3) > -ThV V V *AT7VS/V3 V ^SMfcl** (Na, 
K-ATPase) , =a-o7^7^^^ ^^Df^yifc'J:0? 
I I A, p^n^n^-? — -VimM-l Vfc tr^r— „ MHC*7*I#WSC (H 
-2L) . H-r a s, Kw^y)3-7lC»i^ ¥^lft^^*^ 

20 i=? (TPO) . K^USftH^l « (EF-la) % 07?^^ a 

i/n^y^ Thy-1. M^7!)V, H§CrT^$B (VNP) . JfilifT^ 
^— s t h^7f KilSB^la (EF-la) CD!7°n^— . t h&£ 
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«©3' Tift ^^i-^^i%@^^J;«9-BT^-r'fc5o 

ie^^ 1 4 2 7 3©^iRn^f*, t h^tcteG-mmmsW}®) mtus, 

4^.^ ^rn, ^-/l^E-yK /Nix**—. 7^h, "v£;*&£f) *5&E©fffl*L W 
7 y - ± D ADNA©^tfc5^Mi Lt, £fc«:J§TML ML TO 

f©DNAI^»iHW5^i^5„ 

-So 

ttDNA^ra^tS^iWlT, ^DNAMlfti: b-Cai^Of^ 
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1 4 2 7 3 <Dm^KM^.^^T^> - t 9 s ^^^S^^^tt^i UTflJ 
ffl-T^^ ttfS-C#5 0 Wx-fts *3SM<Z>3E*DNAl5^tt*S:ffiV^-C. 142 
7 3 ©«tB7tiifi5-*\ 1 4 2 7 3 39SH3gi-SftJft©*ltt«M5©*M* it^in 

7 3 0it*D3im^r^-r5- 1 4 2 7 3 \zMM-fZ>M!&iZ-tt1rZ>mmM 

NA3^f7^ h«> ii*©DNAX^W^itefcJ:o-cfm-r6r i:^T?# 
S. S»#P3WJiaUiffiPli:*5»t5*ISW<0||flffDNA<o<B^tt, *HMt9L*Mfc«>SE 
^3lWlfiS3«tU t #:JNHia«J^TlcfiP&-rs J: 5 *t*o DN A3S^#tf>fEHJ 

»)^<DH^»^*5VN-C^:|§^(Dm^rDNA^#^E-r<5 - f^WW)#l^ 

BE»m&& x x*&mtfc<D£x iz*mw (dm^jd n a ^ts 0 sad n a £*i 
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1 4 2 7 3 cDaife^^MTOJmi ft 5 - t <0 . ^(DffiWff^myot L 

4 2 7 a^a^^tt^^cD^W^PJfcJ;^^^^^^^^ 

4 2 7 3W^^?SttMW^{-*5tt5^BJ^^l 4 2 7 3 J- £ 5 1 
4 2 7 3<Dm&VBM (dominant negative^) &Mm"frZ> 1 *y s A't 

^0J(D^*m^DNA^r^$-^fcHi?Ltt#l^ Mtbfcl 4 2 7 
3 (^tiJP^?rW1-?> - 14273 

£fc N Ji|B2«^^I^^DNAte#*J^W^:C>flfecDflJffi-5rtMtt^ lt> 

( i ) mm^m(Dtc^(Dmmmt vx^m. 

(ii) ^P^ODNAte^ib^(Oiia^4'^DNAt ) U< {iRNA^riE^^lT-r 
*fc«DNAlcJ:!9^m^ti,fc:l 4 2 7 3^r^tlfi-5- tf-iSs 14 

2 7 3fci «9^6<)^ISm*>Sl^?Stt'ft:i-S 1 4 2 7 3 i: OglM^oVNT 

(iii) DNA^^t5»*»»i»± ^it, mbS: 

(iv) _t!2 (iii) |3«0»^ffl^Sr i: 5 3$J&<«f£ 5 ft^ 

(v) *38W©&*1 4 2 7 3**»*Mll«J;t«©tt#f^»3te^*^.6>^ 

##W©DNA(E5£tt4*«r;HV v C\ 1 4 2 7 3 (D^lfB^iSttM^Jfc 
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14273 icwsr s^^^^j^^tts £ «9 wmttmm&ftm 
\tt<Dmmmm(D^mfc*ftteo^tft^mxiibz> 0 ££>^. 1427314 

££>*^ ^:|g^(^DNA^t^J^)^ffiV^T > 1 4 2 7 3 WiH^gttl^fS 
^^tf> 1 4 2 7 S^Ma-r^^a^^^M^^tT^Pfc*^, Jb3£0 

BJcD^fettDNAfggl^* — ^V^-C. 1 4 2 7 3 tfSIWig-r^SWDNA 
(12) y y$7*7 htb#> 

C3] ^^^vWttT-fcSfg Cl] TOtt©K»«Wa, 

cs] ys'tftww^^-efosi C4] mz&v>f£mmj&, 

C7) ^DNAt55u^— * — it^f- (#k ^IiA*©j3-#7^ 
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[103 m C7] rglB«t<£>»iW-. fWb^^iS^U 

&m.*fe tu-r a - ^ & «h» t s w <d d n a km-t s ? * * - 9 —mm & 

^^ffl]aiJ-r2>/e)\ ^U<^DNAdS3-KU-CVN?) 1 4 2 7 3©ffi« 

DNA^«#Jfcl 4 2 7 3©Mil:li^ 

#J^£K:J; «DNAlH?iJ<£>— 1$Xn±n<Dm%k, |DN A^r#A^fcfi«^ 

DNATOttibE SMf fcl^SJ©/ j'^TC hES«£IB§|ai-3) O 
Af^Jtb-C^ 0d;tff, Sffjt-t-S^t hlttfLWW^-rS^^ODNA 

— -ifiiUS- 1 ?-) N cat (^q7^7x = =i-;l/7-fef-^h7^7x7— 

-#5DNAIB#I m?Lt£. polyA^Pv-^/^if) $rSAt, 
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*tfc E S ^fl&t^oV^T^^K^DNAJifo 3 VMS^fOafi^iOD N AlE?iJ&:/ o 
A^Oafi^^DNAgH^IJ^^^-f^-t UPCR^CJ; D«WfU * 
LTtt, {ffi(i, Sfr^cDJ; 5^iEt-#3i$^1>«)Sr^v^%J;<, 

Evansi:Kaufma^fe(C2pDTffU<^Ufc 1 b<DT^J;V\ fll*.^ ^^^O 
E S*fflJ&<D^-£\ 9H£> — JttWfcttl 2 91©E S j|WJ|&;dM£Jii ^tl/TV^tf^ 

ww*^Mfe*»*EsaijasrR#i-a*^oaw-e^^.«, c57bl/6^ 

^^^C 5 7 B L / 6 ©ilPt©/>^ ^ IrD B A/ 2 k<D&mfc£ 9efe#Lfc 
BDF^^ (C57BL/6i:DBA/2t©F 1 ) £r£iVN-C*&:£ Ufct>tf> 

*.ift>A»K:fflv5«. bdf^^u, mm&&<. smjc&xtib 

5i^5M-M"C, C 5 7 B L/6-7^^l:f f l^o©-e> Ctb&fl^ 
T#btbfcES^fflia«^^^W^^^tHUfci#. C5 7BL/6?!) 
^ t ^ ^ o ^ t -e^^iteWf t?r C 5 7BL/6-7[?^x.5 
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ESttJ^Sfr^Sr/i/^T* FLfct, ]Ef« (MUtt, ~?$>XX*nm& 
#» s 2 n = 4 0 T?feS^BJlS) fcTO^ =. V^i"* r d^S^ UV\ 

0Jx.«> STOa*t^*Bliaoj;5^iS^3fe7^-y-^Bfla-b-CL I F (1-1 
OOOOU/ml) #:feT^B&#*it^§l*J (^*U<«, 5 %^g£# 9 5 
%4S**fctt5%i», 5%fcWt#x. 9 0%^) -C^3 7 t Ct:it*i-S^ 

0 0 1~0. 5%b!J^y/0. l~5mM EDTA, #f 3; L < Jilt 0 . 1% 

hy^yy/imM edta) M(a!5*Mbt, JWfcteJBfcUfc:?^ — 
iHSIil^^tS^t- Wits r t\zjz*>, m&s ftffiM. foffitei? 

<Dn*<D*J7<VBl&fcft4k£*£%Z.£tf-SSm-e*>*) CM. J. EvansRtm H. 
Kaufman, iM^-Y— (Nature) SS292#, 154H, 1981^ ; G. R. Martin 

V— =?j l/{f* • • -r^S-T/U - 7*f ^ • ' - ^-—^ 

(Proc. Natl. Acad. Sci. U.S.A.) 3&78#, 7634p\ 1981^ ; T. C. 
Doetschroan £>, — ~)~/^ ' *Zf ■ :nW U tn*> • TV K • a^J^P * 
y^/W-^V7*av?- f&87#, 27S\ 1985^] , *m&<DE S$HJ&£r3Wfc 
$*T^G>ix5*56W<ODNA|S^^^!iBI!aW:. >f ^bT b n|C*5ttS 14 2 7 
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3^fcm 427 3 <Dmm&M¥&}fem\z&\,^x3iimx*&z> 0 

ffi bfc^r £ fij * W^BJ (£> D N AEW1*0>3!E*HSfc© D N A@E?lJ t ^9 4 t 

bnifL»i^JK*fe^Hmic^AL, flaRUS:** 7EWi^t»b 
MH^LffcWKO^fclMd^S. f^W**Lfe»4fettiE*J!t*l8WODNAjffiSrt) 

T<DM^^A^^^^^iP^fc^PJroDNAj|^%o«-e^^tLf^ 

^>J:p{-b-C#t5tbfcWJi, ifitt, 1 4 2 7 3<D^Ttimm.^±mfcX3bQ, 
1 4 2 7 3 0^^n^^^f@fl£|^igSr^iHb, JttLbOjgffj&»P, l 4 2 7 3 
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^^bDNA^?fri-5*itt»tt^Sr^iai- ; 5-^^«t M^dna 

^fc, ^PjODNA^m^^t b^Lt&^te, 1 4 2 7 3^£i9«t>t£ 
*i4#3«* W^^^^i-^fc*, 1 4 2 7 3 O^SttO^'M^M 

mn^mx&>z> 0 

(12 a) *^(DDNA(D^«^«^^if{Cjeia-rS^}<lMUT^ • ^ 

£iS:-^U f£«j#><«te£4il£t • ®J^-f-6-i£4«£:-r5> «©dna 
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-CH\ ^it«, SSIM (fclfcfi, ttll, H-fbzRUlI^ «ESM:£) 

>ss. =»/^@£, ^@t> y^=*». ^s*m> 

#tft£f;&s;Bv^*K ttMMfeo&tt* i*i^^ot£ft& ^fcfcH^TMlil 
U < 3 0 %.£JLL. «£ «? U < 5 0 %JW Ji(&T Lfc»£\ WUR-fb'S' 

^b^^bil«tbfc<b^^fc^om-e$>9 % 1 4 2 7 3©^«^fii* 
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^ amf^ (CCK) , ^h'Jy^^ytehy 

k (gip) % ^mjv, ^/v* =f >^it^^ k— i (glp-1) . 

- a -p^l^ Y , ^^KYYfeif) o^MKBKF, * 

yjgftMi, BJW&WPJ**^^ (ACTH) (#£U<fi. 

cth) fttmmfti) t£i?<z>mmk^xmmirz>zb&-?%z>o 

feftwsftiiii^^w (ptc a) &(owmn. >i?wsm&. m>&**>& 

ffi. Ta n g i e r#ifc£] > 77 P-Ai41!lJ3/i5«MbJfl < t^*5«tt>^ttbO 

tfllfcfi. SttJRU^A (CHD) , lli^iif) > IBfrftS»S«!e*5J: 
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W&jnWib^A^ev (ACTH) ftW&ifflMbVX, m*.t£s ACTHI41 

5i£ (flu mur* J^tts («, T^y^**^) & z torn. 

LTfi, ftftRS* JWb7k*»x «Iffl*Jfc£) 

Wb***fcBt©*©84i«, mumm, Kc^m 

ttfc0!l;tfi, (^16 0 kgt t-C) m*3V^tt. -Bto^O. 

l~100mg, ^Kft^l. 0~50mg, <t"J»f KliBl. 0~ 

nm*.t£s mmm&& (Me ok g ^ lt) tc^-crau -bjco^^jo. 
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0l~30mgil, #*L<tt*&0. l~20mgS«s J:t)»*U<tt«& 
0. 1~1 OmgaSSrltllR^^itJ^-rSOdW^-efeSo 

(1 2 b) «W©DNAfc#^6^B*-^-©«tt«rffi31*^«ia»i-5 
^w-^^f. (1 a cZ) % ^i(Nt7^ !J 7t^77?-^i^*fc»^ 

> ? zz. 7 — -ea^-ft s = 

1 4 2 7 3*3— K^5DNAfW«0-H»Sr*HIIB**©/5--^9 
^ h^y— tfit^ (1 a c Z) t'lItXl^^ 14 2 7 3©^ 

1 4 2 7 3 ©ftfr 0 \z. /3 * h isjf—Himm-fZa t£o 

"C> Mill 5-70^-4-^^-3 — < ^ YV ^— fr-fty? 7 J 

>>k (x-gai) oi5^i3-^7^ y*/?— e<D&mttez>&m*m^r 



WO 2004/065960 



140 



PCT/JP2004/000248 



y;v9;vTfls?K K*if-T?ei3£u (pbs) -vmfr®.. 

X-g a 1 &-£irifefeJft-?. 3 7Wifit, l«] 3 0#fcV*LlR$|HJ 

Rfo£ltt£&, MWlmM EDTA/PBS^»nci;(ao 

fet-^V\ 1 acZ$r3-Ft5mRNAlrtlilUtm 

^> a ce-^ — igts* «hes£* t- tmm-t s -f * it ta-t ©are & « . 

(flu (^Js titzkomm^hti, t 

#j&ib ©dna tcat-r s^n^— ^ —mvk zfemti it nmm-r & \\^m * fc 

{±^<E>i£ti:, 1 4 2 7 3 (D^&WW U 1 4 2 7 3 (7»iE£flSi5-r 5 £ t ifi 

&«Mi:*/we^ (acth) #^iSgjf#Jfc if £ Lttffl-CfcS. 

w <*> d n a m*t-r § ^ n * tt srffijt-r s * , 

1 4 2 7 3 0>|§3i&{£itU 1 4 2 7 3 Olii4:ffijSt5 C 5<DT% 
(ACTH) ^WJIJ/i^iUfltfeS, 

<Dmz, m*-&. 1427 3 o«M6^fcB85Si-s«A, mm. mmm, m 
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mmm , m -xmm > mzwmm. mum. uskmm, ^> 
* y i^r wv=¥-, mmm^. mmmm. m&mmw. w-r y ^ifa.^ n 

^iim, fli^^y^^ (#k amb^v (CCK) , ^hy^ 
^^ytt*b!J - — s<z?°f' K (G I P ) , #x b V ?^*> *v&r*rf<f- K— 

i (glp-1) s y-^b*^^ ^hy^m^^b\ 
^yT^f-f^^fxf^t^f K ^y^ ih^^^p, =• ^ 

YY&^f) ro^n^ $fat%&j& % mmm. mmskm, be 

TTv-jxmhiymikm. jmwsmm^m. m&fornmm, ^f^m^mm<D 
M.mmmmmmm, m&ftmmm&j&ffi (ptca) ®<omm. 

tmte\ SW^S (chd) , lli/iif) , JJiSCtt 

BJWAW*!**^*^ (ACTH) 5H&»J#J£ L-t. 011*. tf, A 

cTHgm 9?wym* jsifefiE, as»ttw»&««ii^^ ^bttan 
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1 4 2 7 3 <D3S5L&R&W U 1 4 2 7 3 O^tl^PWT 5 ^ £ 5 <DX\ 

(act h) ftwfimntezt\^x^mx'$>z>o 

<Dm*s M*-i*. 1 4 2 7 3<D3i§5li©#i;i&W-t~5gl&. #J;tk£. *S^#!. » 

^ y wv^-, fl&i»«ttu usiftm, m&mmn. iti-r » us 

t&felm, JM/Jvl^E-V (0!L nui^^hdf^v (CCK) , b y S' 

^-f yt tr b y — <-7 p ^- k (g i p) , h y >\ K— 
1 (glp-1) \ y-r^^fy, ^ h y >Tttm^<^ h% -tr^i^v, 
/^7^7>f^yf^f^t^f ^y>\ •^t'^^^^p, 

YY/iif) <Z>#$»S, * M^* AEtift^ £ 9 

tt-xi— j^temmmkm. mnwimmmm. M&>bffi&m, ttt&tob&&<o 
immmmmmm. m&tommwte&M (ptca) «©w»e», 
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ffigfcm. Tang i e rffit£}£) , Tt~ c - J*^WmY>faMfcW& 

&T$*thib<Dm&m m?L&, mmw.n& (chd) , »^if) , mm n 
^(Dm-i, mmfcwmk*^^ (acth) ^mmmtx^x, m 

38tt^bsi, fi^fsas;^ > skmmm w%.\*s msk^m^ 

\z£z>im!mi&&M0.. ACTHii^ai) , w*.t£* 

-f^> -tfvv&ir) lc»LTiS4t5-ii^#5. 
Rfc^*fcr±* *f*#Ei&, t£-£/v— h#£l- 
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#fi6 OkgJ: IT) ^v^T^ — Bfc:o£$JO. l~l 0 0 m g . £?*U< 

ami. o~5 omg. £*)&&\.<nmi. o~20m g m #^n#j 

I60kgitt) t£:}oV^te, — Bi-o^^O. 01~30mggl, 
U<«^J0. l-2 0mg8l!, i!»»*Uli«0. 1~1 0mg»§ 

1 4 2 7 3©/n^ tg:$£^pr SDN A£H£o-C, ^©TiJfE 

5 ^*B^^#3t-T^b«. 1 4 2 7 
I UPAC — I UB Commission on Biochemical Nomenclature (wJ;<5B§-§-fc 

DNA : v^^ri/y 

c dna : ttwtt^a-^y 

A : 7t^> 
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T iTSf 

G : ?T—> 

C : 

RNA : 

mRNA : ^ ^ir^v?^-!J7}<^ 

d AT P : f^^Tfy ^ 

dTTP : 7^3-^^ v?V=y ^ 

dGTP ift^r/WHU^K 

d C T P : -r ^ iXv^-i^H U 

atp iTf/v'VHyyi 

EDTA : ^^UZ/VT %. 

S D S : Yf^/vmWtf- Y V V A 

Gly r^Dv^ 

Ala : 77=^ 

V a 1 : V is 

Leu : P>f^ 

lie ^yn'fvy 

S e r : ir y >- 
Thr 

Cy s : 5/:*^>f V 

Met : V 

G 1 u : ^V-* 5 Vl£ 

Asp '.T7>'* t ?*rl'Wt 
Lys 

Arg : T/l^-V 

His : fc^v^ 

P h e : 7x^T7-V 

T y r : fn^^ 

T r p : by/b77^ 
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Pro : -fvx ]) V 

Asn : TXs^^l/ 

Gin : ^ ^ 

p G 1 u : l^n^ 5: 

5 * : ^ih=" V^fcttfo-tZ 

Me : ^ ^/Wls 

E t : ni^yuS 

B u : 

Ph : 7x=;H 

10 TC :f7/!i^-4 (R) -^A-^-^S: 

To s : p-f/ny7;i/7^-=;V' 

CHO :3fcA'^A' 

15 B z 1 : -<^S?/U 

Cl 2 Bzl : 2, 6 — i/^ D D^y^;V 

Bom :'<y^t='fv'^f^ 

z : 

CI— Z : 2 — ^ C2 n ^< $Mo*-df- i/2> /V'sH^/V 

20 Br-Z : 2— ^n^-^^^^^^/V^^yW 

B o c : t — Zf h^v^/M^/V 

D N P : hP7xy — /W 

T r t : h y ^ 

Bum : t — ^ h^iO'^v!' 

25 Fmo c : N— 9 — ~7 )\»jr\s=-fr* y*r*/i3 )\si$=- )V 

HOB t : 1-t Kn^ri/^yXMJ7/-^ 

HO OB t : 3, Ko-3-k Ko 4 V - 

1,2, 3 : — hPT^y 

HONB :l-kh'D^ ->~5- 7 >--2, 3- /V^ =*r W ^ K 
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IB?|J## : 1 

t 4 2 7 3 COT 5: SW&M^t&T* 

5 Ifi?lJ#-f§- : 2 

t ]>^5fei 4 2 7 3 £ = — K-f-S c DNAO^SIB^IJ^^i'o 

K?IJ#-i§- : 3 

^V^mjg 1 4 2 7 3 ©7 $ / ^IB^JSr^-To 

ia?lJ#-^ : 4 

10 -^*&3fel 4 2 7 3£:=*- c DNACO^ia^J^-To 

@fi?iJ#-*§-: 5 

^mm 2 ic*3tt 3 p c R^^ffl bfc^^-f -^>-(D^sa^i5r^-ro 
rnmm 2 t^astta p c r^os-th^ vf^y^^^—^mMmn^i-o 

15 SH^IJ*-^: 7 

^Jfe^l 2 (ci*3tt 5 P C R£Ofc-C«B Ufc:/n-:/<Di£&ia?iJ&:*H-o 

: 8 

7>7bft*1 4 2 7 3 ©7 ^ / ^@H^"J^r^-f"o 
@H^J##: 9 

20 9y Mi33fel 4 2 7 3 2:^*- Ki*5 c DN ACQ4&SSS£!l£r;^i~o 
IB?lJ## : 1 0 

mm^ : 1 1 

25 IE?IJ#-$5- : 1 2 

gUfrftl 3 &C*5tt 5 P C RS^t?fffi UfcT 9 n — ^©JftSiB^ISr^-f o 

@H?iJ#-S§- : 1 3 

4 jc*5»t 5 P C RE0£-C«B UfcT 9 ^ >f 1 ©affiR^JSr^-To 
R?iJ#-S§- : 1 4 
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mym-^r : 1 5 

mmm 7 icio it 5 p c RS^-e^i l/c^^ ©sttasayflSr^i". 

: 1 6 
SH^iJ#-§- : 1 7 

7 k:*3i*5 p c Rmfo-^tizm vt£7'v—7'(Dm.mm&i&7F~t-o 

I5?lJ#-5§- : 1 8 
E3W# : 1 9 

mMm 8 i-s^ts p c R^t^i L^^^-r on^ia^j&^-t-o 

IB^IJ## : 2 0 

HJfc^l 8 (C*5Jt6 P C RSfS-C^ffi bfc^n — >^<7)i^Sia^J^^-t*o 
SB^J#-^- : 2 1 

s i RNA m 1 4 i 5 6 1 <ZH? ^^^O^^fB^JSr^-ro 
: 2 2 

siRNA ml4i561 <DT ^-fe>-^^O^SiBJIJ^-t"o 
^OH»j4-^#f>nfc?^®tem#:E scherichia coli 
JM1 0 9/pTA ra tl 4 2 73li2 00 3^F4^ 1 8 0d^^i^o< 
OTlTllfil (SH#^3 0 5-8 5 6 6) ^AzfrfTigtSrA 

jgiii£M^flF3S/5r *fF£4MFtfrfc -K^f6##F E RM B P - 8 3 
6 1 £ L-C*i££*V-CV^ 0 

f^fi N ^1^.3.7— • ^ n—^V^ (Molecular cloning) IdfB^cF flX^ZtJ* 
t h*5«t^!>^ 1 4 2 7 3£^- ^SDNAifftftt-ttveJ-u WO 2 0 
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0-2/6 7 8 6 8*3^020 0 0/0 0 6 1 1 fclfBi&Oia^Jfc^oTP C 
RS:ffl^TMTC/^V (Pu^Tf?) J&»e>*n — I'U #b*l//S:DNA»r 
it^pAKKO- 1 1 l^^^S all, S p e IgMi^AU -tH^ 

ti<Dmm.-y7*$ KSr#iSbfc. »v^i#4!rfjjo*ft-ecHo (ah f r -) 

mmm 1 t 1**5 .to*-*- 14273 m*H-sjiBic&fife©Rjstt^fltt» 
cHo-Ki»tit mz.feM&M^mv 1 0% 4=j§6jEjfii?f dnvi 

t r o g e n) &-£trs^J* F - 1 2ig*l& (Invi trogen) SrJlV^Jg 
^bfc 0 h7^7x^v^3 >-<Hr PTtfTB fcl 0 cm 2 fcfcO 4. 5 x 1 0 5 {@ 
©*BI!a*##, 5%C0 2 ^(cPS$tbfcC0 2 ^*^-T3 7°C-ei 5 B#fH 
UfCo h7 ^7. 7 ^ is 3 Lipofectamine ( I 

n v i t r o g e n) SrfflV\ ^li#©^(^CT^^ofc„ Jg*^ 
^6 -we 1 I7"v-b^fflt5m WTOj;5^ofCo £1\ 1- 
5 m 1 ig^^— 2*ffl*J U ^n^tt^O p t i -MEM- I %1& ( I n 
vi trogen) trlOO^l #&Lfc 0 tf^^-TlC^Sl^ 
£: 1 n g > % 5 vH^f- L ipofectamin ef£^£ 6 » 1 ^JP^ 
W#&M-S-U 2 O^^iMfLfc. :©ii^Op t i -MEM- I* 
m&8 00/i l b?y^7x^ i/a ^B*S^i&&\ &k/&>badOp t i 
-MEM- I«fifiSrffiV^?fei^UfcCHO-Kl*|lliia^aS0P«, CO z t»u 
T 6 B#«*&ii L7t 0 PBS (Invi trogen) SrfflV^ 

-c y bfc^ N 0.05% h y i/v^ -edt AfiBfc ( I n v i t r o g 

en) &m^xm&i^ m>L-wimzx®i&vtc 0 '&b*itcMM<D&c&®mv, 

100/1 1 -fotz *) 5 x 1 0 4 #KD^Ha^^^5 «t 9 ^r|RU Black 
walled 9 6 -we 11 plate (Costar) i£ 1 Ttfofc 0 1 

^O^O^^TJ^^^A^^tt^F LIPR (Molecul 
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a r Device) SrJBV>-C«!lj£Lfc 0 FL I P RlZXMl&lH* /^t"? 

1 u o 3 -AM (DO J I N) *mtt)-rZ>Tc&, WliFL I PRT^t^f 
^n^W:m^^m^^ib<OTy-^^y<y^T--^^± 0 HB S S 

5 (Invitrogen) lOOOmllUM HEPES (pH7. 4) ( 
DO J IN) 2 Oml&M X.tc&%i (£AT> HBSS/HEPES^f) 
yn^VK (Sigma) 7 10mg£rlN N a OH 5mli:»^ 
f)MBSS/HEPES«5ml ^1)W^.WL^l,tcMW.l 0ml %MlU 
CK^^^^Tiyir^^^^T — ^ U/do 1 u o 3 -AM 5 0 u g £r 2 

10 1m 1 DMSO (DO J IN) KliMU $?>l^i©2 0%^ny|g ( 
Molecular Probes) SrAn;tift£1IU 1 0 5 jti 1 (O^St^sk.^ 

f Co y^i/^zr^t*/* ^s^ifebfcCHO-K iftBfl&o*gifc&i&#. 

Bf(C FLIPRlCtyb bfc 0 JgUlOliuMtt&Jfe Ufc^> FL I PR iCT^ 

20 A- $ h W ^Ifc (Palmitoleic acid) (HI 1 ) x !J J —frWi 
(Linoleic acid) (B2) , y-!)y v^lfe (y — L i n o 1 
enic acid) (B3) , 75*^8 (Arachidonic a 
c i d) (EI4) „ K=ii^^ d ri?'^i>'i& (Docosahexaenoic a 
c i d, DHA) (B5) m*1m;ltitZiZ s t hzfcefct^?* 1 4 2 7 3 
25 £^i-£CHO-Kl$BJ3S/^^lOfrg (||J&rt*/^> !> A^(7}_L#) 
CI £ ##j&»o f Co =i^hn —jvoizm.^? * —<D^MA IfcCHO-K 

1 4 2 7 3 0^0141) ^f>-K^g^T?feSC tdSP7l?>^^^ofc 0 
^Jfe^ll 2 thl 4 2 7 3 mRNAO»* 
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mRNA«iOMtSAB I PRISM 7700 SequenceDe 
t e c t o r (T7°-7^ K'<^ Hr*/^ AX^t) 3rfflV^c 0 |§gi*<D^*&£ffl 
V^^W^— C5' -GCTGTGGCATGCTTTTAAAC-3 ' (IB^"J#^- : 5)> 5' 
-CGCTGTGGATGTCTATTTGC-3 ' (gE?U## : 6 ) ] t Zf n — ^ [5* 
-AGTTCATTTCCAGTACCCTCCATCAGTGGC-3' (ga?!l#* : 7)]W\ t M1 42 7 3 
<Dj&mWi&l (iE?IJ## : 2) i.fcAB I PRISM SequenceD 
e t e c t o rfffl©y7 b^7P rimerExpress {Tzf*74 K 
/^t^fAXft) ^flJ^br^if-Y^bfCo ilt^cDNAIl th 
total RNA (^nyf y^tt) 1 H g # a & 9 

^S£pH£ UTSuperScriptll (GIB CO BRL*±) U 
mf+O^n ^^Lfc^oT^ofCo AB I PR I SM 7700 S e q u e 

nceDetector (DfxJ&tifci'iT aqMan Universal PCR 
Master Mix (T^^ K'<>f tV^f AXft) £r 1 2 . 5 j* K 

£0. 9 jtzM, -fv—'f&O. 2 5mM, cDNAg«l:I^W, 
SW7KT*2 5 At 1 t LtSHUfc. AB I PR I SM 7700 Sequen 
ceDetector -C0>RJStt % 5 0 < CT?2^ 9 5°CX* 1 0 9 5 

"C- 15fA 6 0*C • l^©1^>f ^^Sr4 OlilifcOjEUTfTo^fc. t 

3 ?yM4273 mRNA©?§^t 
mRNA(75|gma^^S}-{*AB I PR I SM 7700 SequenceDe 
t e c t o r {T"?7>( **SXTJ>>X%S £rfflWc D 

V^^^-l'-^— [5' -GTGGTGGCCTTCACGTTTG-3 ' (IE?IJ#-^ : 10) , 5' 
-CGCTCCTGAACAGCGACAT-3 ' (iB^lft* : 1 D ^[5' 
-CAACTCCGCCCTAAACCCCATTCTGT-3' (IB^J## : 12) 7^ H1427 

3<£>*&gIE?!] (@H^J#-§- : 9) StiKAB I PR I SM S e q u e n c 
eDetector $I«y7 h !7^TP rimerExpress (T^ 9 
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!E1%io±Z*7km:#}J&X Y^^^^MX^tz-Vy h <fc <9 &mm&&ffitti U tot 
a 1 RNA& I s o g e n (^y^^—^±) , poly (A) + RNA& 
mRNA purification k i t (Pharmac i aft) (Ci 
t)> ^^ti(D^r~zi.TM^^t^^XmW:\^fCo #£>tLfcp o 1 y (A) + R 

5 NA l/ig^Dnasel (Am plification Grade, G 
IBCO BRL*t) mm&, 16 0ng^lrRNA PCR Kit (T a 
k a r a*±) SrfflV^ TMZ.^^ 4 2°C-? c DN A3r^J&Lfc„ AB 

I PRISM 7700 Se'quenceDetectorOSJSfliT 
aqMan Universal PCR Master Mix (T/?'/ 

10 K/W*^fAXtt) ?rl2. 5 /z K #^7^^— £rO. 9^M, yn- 

bfdo AB I PR I SM 7700 SequenceDetector-C 
WSfSll, 5 0 < C^?2^ 9 5°C-t?l 0&<D^ 9 5°C • 1 5fck 6 0°C • 1 

is IH7^-r o TS#, Ms ^JteJSa^J»WT^v^m^^tH^ttfe„ £fc, zK 
S4*J*^ bW^SrAafUfc^y h^T^-Cfil 4 2 7 3mRNA(DMi© 

ftofc (^8) o 

^MW4 7y hEfeSfctf) 1 4 2 7 3^3- c DNAW^ —isVhZz 

20 <Z>ift£ffi5!l©ifcj£ 

5yhJHDNA*«@liUt, ^7^—1 : 13) RXfizf?* 

-^—2 (SS^J#-§-: 14) £r/BwrPCR«:fT&o;fc 0 PCRtUi Klen 
t a q DN A P o 1 yme rase (^D-yfj'^) £rfflV\ ( i ) 9 
5^-2^ (ii) 9 8t- 10#, 6 3t>2 0g\ 7 2^C • 1 3 5 HI 

25 7 2*C • 7#<^{$SSJCS£ : fT&o;/ L c 0 KJ&ffc* *B4M*b«rTOPO T 

A Cloning Kit(Invitroge n$fc) (Dtik^Z. Ufd^o X 
Z/=7^% K"<^* — P CR2. lTOPO(Invitroge n*±) n 
-^v^Ufc 0 £;h,£*j?§0 JM1 0 9 (^Mit) {C^ALT, ^U'* 
^ nt — y^amp i c i 1 i n 
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a-Kt*cDNABWI (@a?lJ#-5§-: 9) £#fc 0 r©cDNA±?)ll^ 

I 4 2 7 3 b4t& Ufc D ^K^m^^^fli® (Escherichia 
5 coli) JM109/pTAratl 4 2 7 3 MUo 

^»J5 t M 4 2 7 3|giCHOiiSO c AMPi4l^t5iWW 

m 

tM 4 27 3^CHO», lXlOVwel l©ilt9 6-we 

II Plat et?2 0«?M«f«Ufco 1 0 0 » 1 OA s s a y Bu 
ffer (0. ImM I BMX *3«t^0. ImM Ro-2 0 
-1724 (Biomol) Sr^tfDMEM (Invitrogen))T?2 

2 M M©7*^=y f (F o r s k o 1 in, ^ft***) «r£tf 
SfcBt^Assay But i erCiWb^ V-'J/^ 
y ; DHA*5it;tWy» (HtSIGMA) Sr^T 3 7«CT? 

1 05WWB*Ufc. c AMP Screen (AB I ) ©fcEfrfcfco 

tWUilU HBftOcAMPtftWtfc. -7*fr*=W 
****V*fr-Ctt, M 4 2 7 3MCHO»WLt c A 

MPS4SttH**4^fe. (2mM) #*T^ 

tH 4 2 7 8S»CHO«SK#lt7-J/^ y/-/^> DHA 

J4*tt c AMP«4»Jffitt%^tfc©(^trWt«JS 

tt^^W^fc (H9) o »fcM 42 7 3»UTV^CHO 
Sfe»]6 «»*PKJ;3fc b 1 4 2 7 3MCHO«WMAP^t- 

^LfckM 4 2 7 3HlCHO (CHO-hl 4 2 7 3) *fc»CHO- 
mock«3xl0 5 /we 1 KO«Sf *jft 
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— (TEFCOtt) -C^lfla^jl? •ttttJUSDS-PAGE^io-C^Srfif 
ofc 0 ^<D&P hosphoPlus p4 4/4 2 MAP kinase 
5 (Th r 2 0 2/Ty r 2 0 4) Antibody Kit (Cell S 
ignaling Technology, Inc) grfl^fc 
^7"-T ^^SrfTofCo El 1 0}^-r5i«Px t M 4 2 7 3MCH 

10 7 3T3-L1 ^fflJ3a^>J!gIS*fflia^h:^^i-# 5 1 4 2 7 3 §:^{fcco3§ 

51427 z&&W(nmmmh*^T<Dmmx*Mffi^K-o 

i£i&te4. 5g/1^3-^ 1. 5g/l Na 2 HC0 3 ^tfDul 
15 becco' s Modified Eagle Medium (DMEM, 
-Y hnyy|t) {-10 o/oV^ffelJUhm (ThermoTracetfc) , 1 

0 OU/m 1 ^^v-y >\ 10 0/* g/m 1 ^ h W&Ss^P Lfc t> 
(D&m^fco 7 5 cm 2 77^3T?=iy7/VxyM^'e^tUfc3T3-L 1 
&ffliife(£x 2. 5/zM Dexamethazone, 0. 5 mM 3 — i s o 

20 b u t y 1 — 1 — m e t h y 1 x a n t h i n e , 1 0/i g/ml y 
^*-£tf-bfB#ttJ*:fl3VvC2 0M»^IJt&4^, ^tlO/z g/m 1 

^ U V^tf-hlS^-C^ bfco #*£«||3:|src% *fflite£PBS (-) T- 
2 0gfe^U RNAtttii^-e- 8 0X:i?^#Ufc„ 
Total RNAI4I SOGEN (^s^jH^^— ^) iZX^tiiVtc 0 cD 
25 NAfi, RNAUgH^yW^v- llSIHtUSuper 
S c r i p t I IaSME9ft3K (G I BCO BRU±) *r/BV\ ^ft<D-^=n. 
7;>lctoT4 2'Cl?S^SrtTV , » % K/fci&T^l^*/ — ^itJgUT 1 0 0 ju 

1 t£^?bfc 0 RT-PCRliS equence Detection Sy 
stem Prism 7 7 0 0 (P E Biosystemst) 3rJBV\ 
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mmttkft<Dlt#><D-77s(^~-kVX5' -TCCGAGTGTCCCAAC 
AAGACTAC-3' (@E?'J#-5§- : 13), 5' — GACTCCACATG 
AT G AAG AAGG AAA — 3 ' 1 4) *3^Ta qMa n p 

robe^LTS' - (Fam) C C GC AC GCTCTT C CTG C T.C A 
5 TG- (Tamra) -3' (EM**: 15) fc«UB Ufc. RT-PCRK 
WfiTaqMan Universal PCR Master Mix ( 
PE Biosystemtt) 12. 5^1^ W^IOO/jMO^ 
•7— g$$&0. 0 5^ K 5/iM©TaqMan probe&O. 5m K 
j8J:V±B-e|«UtcDNA»»*0. 5 M 1*P*U ««*T?«K«»»* 
10 2 5m ltU. PCRKJ6tt5 0'C- 2^ 95t- 10^ 9 5°C • 
1 5®\ 6 0t:« l^<O^^/V*4 0ia*t)3Sbfc. #b*lfc3T3-Ll 
5M^*3tt5 1 4 2 7 3$»#©mRNA«ilBto t a 1 RNA2 5 n 
g 3btz*)<D=i¥-mb UtltiiLt (011) o 

1 4 2 7 3 S^ffcte 3T3-L1 »IS fcflBJfc^^ffc^&fT 1 5 

«JP^«8«> £fr> 1401Wil36O27copies/25ng tot 
alRNA^ofc, 1 42 73^(«W^1^ 

mmm s ?y b^f^*twrai»wji&©JiBi»*wia^bK«fc# 514273 

20 S^ffl^SS^Htt 

S. D. 75/ hATI»J»**efeWW«KJMUa, I¥fH«S*!lM 
TOJ3*3NBiia (HOKUDOtt) ldov>-c. *ix^Jx*!Jft««WWBll»tifi©JIB 
JWJWJ6— o»flS»»»^5 1 4 2 7 3^©«i)^^T©gft«t 

25 ««»4 4. Bg/l^a-^ I- 5g/l N»,HCO,mDul 

becco's Modified Eagle M e d i u m (D -MEM. 
I n v i t r o g e nth) 1 0 %^^J&llJfiL* (Hycloneft) , 10 
0U/ml^->yy> 10 0m g/mU S^SrSfe&OUfcfc© 
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2 . 5 fiM Dexamethazone x 0. 5 mM 3— Isobuty 

1 — 1 — me t h y 1 x a n t h i n e. 10/ig/ml 4 Is* V V^r^tf 

^&<stt±mmi&x* 8 b bfc 0 #te^iMfe*5 <t t^^b^^# 8 0 re 

5 i&m&OMB&frb Total RNASrI SOGEN ^v*— » & 

fflV^&WLfco cDNAB, Total RNA 7 Is? J*? 

74-^—. mB&W&tt UT Superscript™ I Ilfi?!^ (I n 
v i t r o g e ntt) &JflV\ ^#0^=a7/H^oT4 2 t €-CzxJ&£ 5 fT^ 

f^tu m&wrm^*;— ^imvx4 on 1 Tri s-EDTAi» 

10 Ufeo RT — PCRfi Sequence Detection Sy 

stem Prism 7700 (Applied Biosystems 
tfc) £rJ8V\ Iii|ili:^tn^fc«)<^^ , 7-1'^— 1X5 ' — GTGGTGGCC 
TTCACGTTTG — 3' : 16) , 5' — CGCTCCTGA 

ACAGCGACAT— 3' (SB?U## : 1 7) |5±t;Ta qMan/a-^ 

15 £L-C5' - (Fam) C A AC T C C G C C C T A AAC C C C ATT C T 
GT- (Tamra) -3' : 18) SrttJB Lfc.. RT-PCRg 

{StllTaqMan Universal PCR Master Mix ( 
Applied Biosyste m*±) 12. 5 ju lfc, ^tb-^^ 1 0 0 » 
MCD-y^^-^—^W^: 0 . 2 2 5 /x 1 s 5 mM©T a qMa n zf& 1 . 

20 2 5 m 1 > *5«fctf_hfE-Cfl§SlL.fc c DNA^SS: 1 /x 1 *Dxi. M&TkxnBJfo 
2 5 ju 1 t bfd 0 PCRTO5 0t- 2^, 9 5t- 10» 9 
S'C- 1550?. 601C- 1#(7>1M';?/V£r4 O0^>9 agUfc 0 

1 4 2 7 3g»mRNAMttT o t a 1 RNA 

2 5 n g fcfc *3 c£>n hTHSfci Ltltti bfc (Hi 2 ) „ 

25 1 4 2 7 3^^«^Jft^e-fe«lf^iJte«. |Dft«ai»feW 

1 4 2 7 3S^f±JllJ»iifflfl&^*^^JSrfio-CV>S^%x.t>tt^„ 

Hi£^!l9 iSJteiftfciaA t T-2 ojteJte^bwBIW&KJWaf:*^*^ (AC 
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th) ftm<Dtomte& 

ffp o 1 y-D-Ly s i n e h77^ = ^i^fcny^^ birl^ 

-ffcUfCo J#^4. 5g/l©^-^tfDulbecco' s Mo 
dified Eagle Me d i urn (DMEM, A W V n^tfc) K 
1 0 %!7 fj&jfcikff (ThermoTracetfc). 100 U/ m 1 V 
^ 1 0 0 M g/mUb^b^^»Lfc'b©»fc 0 r<D#* 
^AtT/2 0*BJ&Mtfc£4X 1 0 4 cel 1 s/wel l/100|tlO» 
jJEtPo 1 y-D-Ly s ine =-h9 e^^V-HC^t^WS 
*U ryk'fCftU. r^»5Buf f er(^ 2 5mM H 
EPES (pH7. 1) , 1 g/KD^-^^Du 1 b e c c o' s 
Modified Eagle Medium (DMEM^y^f^tt 
) fcffi^fco :©Bu f f e rt?2iaa^Ufe*, ^©ifcfiOllBJWKSr&^r 
t5B uf ferlrlOOmlM, CO,>f 7lClttmi^ 

^iclOnMOfflWAWWm^^i^ftWH^ (cr 
F ) ^TX'«^ft5bu f f e r^»**SrffV\ C0 2 ^>^ 

«#Ufc«l 2 0 0 r pnu 5m i n, HaTC^U ^A^^^/USr 5 

( B SA, S i gma) i^r/H£BSA: F FA= 4 : l©*ttt*#**fc. 
■£fcBu f f e rW^OKiCRFC^ttKI^ JJgjftKSrSani"*-^ 
^?lAi-5BSA^«*Pxfc 0 EUfeLfc-fr^'W*. ACTHiBI^** h ( 
Zl^r^MCTH IRMA T^j ) fcffi^TACTH***ai*L- 

( a — L A) ia^f*CRFiaotii^fcACTH»»W 
fg«>b*ufc 0 1 4 2 7 3 5»#fcT^ HStt*a%*4V>tt* (B A) 
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tt*«* CRF A C T H#B<E>#JfBl £ 4i»o fc 0 • 

njfeM 10 3T3-li jjtjte^b^i&jiiistt zmmftMKitirrzmiVjmvfli 

DMEM (Dulbecco' s Modified Eagle Me d i 
um^ Invi trogen) fcl 0 % # v^J^j^jfiltt (FBS, Invitr 
ogen) MOOunit s /m 1 ^^v^y V*5J;U?1 0 0 n g /m 1 * h 
^h^^^^^^pbfct^^rffiVNTto 3T3-L l^J^r/^— Mc#« 
La hfct£Z>-$iX*m^Ltz.mz s 10Mg/mU^!)y> 0. 

5 mM (IBMX) ^ 2. 5/jMt 

* V ^^"^tfJblB^-e 4 8 Nf^^S-T 5 - 1 J; 9 J!MJJ^<£>3Mbff ^ 
fcyi^frofc. -ecD^ 110 Pfli#«^i--5 Z-kKZ*) 3T3-L1 &BJ3S£Jig 

fTofc fcBU&&. gfe^bfcK rebs-Ringer ^W^TSfc*?^ -Y y 
^n^U/ — lxl 0" 9 M-C»b, |^B#(ag^^P^T 2 ffifelt 
-h^§r(Hl|XU^i 0 _Lff*<Z>^y-fen — /l^SfiF ree Glycerol 
Determination Kit (Sigma) £rffi V*-ca03g L-fc 

1 4 2 7 3W57=f-^ h^^^-rSTOmT-fcS y-y^V 

jvm.**?-^ (ml) x~n^<D£ otj;mm-5.mtbibiritefr-?frmi 4) e 

H3£#ll 1 -v^^l 4 2 7 3<^@B^J^#^^s i RNAiAi:«t5-7i>^ 
1 4 2 7 S-GFPfijl-^^^^^W^^^J 

S#:^cD^fefC-Cf^^U^l^^^ 1 4 2 7 3 t G F P&ffli'g-* ^s<<?W& 
m.-??*^ K (pAKKO- 1 4 2 7 3-GFP) (0. 2/zg/well) 
1 4 2 7 3#^#)& s i RNAt-fc5ml 4 i 5 6 1 (D h a r ma 
c o ntt) (2 0 nM) SrCHO>ftaj& (4x1 0 4 /w e 11:96 ^/l^U 
— M ICL i p o f e c t am i n e 2 0 0 0UM (4 >- tf h n ^Uh) 3rffi 
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V^PWWCh9^7»^*/ayU 10*HIUfc. ^71 4 27 3-GF 

««±it»t-CHBSS wyifhp^ytt) \ix&&&. o. 01%^ 

^;V7/Vft K (ft*(W*tt) t5^WBJlU 2%BSA^tfPBS (S 
5 JlaSft) JC-C^ny^^L*:. 5 0 0»*R tfcttG F P*/ ^ B-t/H(t 
#3E6 (cry J'tfc) ^»mt2W^^^^^^^ 
«S*U5 0 0«*RUfeHRPaWMbtt^^^ I..gGtft# (ICN) &m 

10 m> «llft«iDU"C3M5»S«rffJh**, 4 5 0 nmTf»*«*raSUfc. * 
(OM. ml 4 i 56 1©iAia!)pAKKO-1 4 2 7 3-GFP©M 
M9 7%»iUfc 0 -2t\ ^f^^hn-^s i RN AT-feS S c r 
amb 1 e I I (Dharmacon $fc) ©^Atlip AKKO-1 4 2 7 3 

-g f p (omm^nmm^bn-r. mi4i5bi^^i4273* 

ml 4 i 5 6 1©K?IJ CLRtfHzS'*** Tau^r^-fe^*) 
5' GGACCAGGAAAUUCCGAUUdTdT 3' (IB^J## : 21) 

3' dTdTCCUGGUCCUUUAAGGCUAA 5' (@S£lJ#-§- : 2 2 ) 

20 mm^mm^sm^. 

1 4 2 7 3©«tB^IJftift*fett*©^S«fr^fc5r.i:^fe*^* 
ofc^iT% J}|^m*fc(i^<D^t 1 4 2 7 3, *0>to&**77 fctt* 

So 
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1 . ( 1 ) gB?U#-§- : 1 % Wffltt : 3 $fc{iBa^J## : 8 1*&t>£tlZ>T 5 
Sut^-Ifif, ^-©«^^K*fc«:*©*ftd3J:tf. (2) JlgJifim^fc 

2. (1) WPm^: 1> ia?lj#-^: 3*fcttia^#*: 81?^t>^ix5T^ 

/ nea jij t pi— % u < temm&j \zm-<or^y msm srttt sets 

3 . ( 1 ) SE?"J#-S§- : 1 , E?U#* : 3 * r±BE?!l#-8- : 8 T*^:b£;ft5 T 5 
7 $®B?iJ P— t> U < ttsmtWKRI— <OT Z y BWEWI«r^frt-6 G16S*t 

4. (1) fa?'J#-5§- : 1. SB^"J#-^: 3 £fcttfS?ij#-*§- : 8-e^tP^tbST5 

SllHr?"*— 36«, Jt©»^^K^*:tt-ero**5«fctJt (2) 

fctt*©«UfrMT3 - <b £ -T3f£ i^-fe :7°* en* fcfit©*fc» 
f57^ h*fctt7^^ y— =. i/vm*y ho 

£ n 3 r 5 y mmm t m— h u < nnn&j \^m— <o r ^ y s&gflf \ sr-a^i - 
^ g s a ^ -a a sci£ t <o^^mt £ * s ^ 
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8. 1, IH^J#^-: 3 £fc«IE?"J#-*§- : 8-C*t>^tb5T $ / 

(ac th) towmm* 

9. gB?'J#-§-: 1. IE?iJ#-5§-: 3 *fe»BK?(I## : 8 t^^WT 5 /BftK 
15 ^-iSfffc^^^ftST^^ hmtT^5ACTHS4ffi 

10. @B?lJ#-*§-: 1, SB^J#-B-: 3 £fctt@B?iJ#-^ : 8 S /Bfe 
1 1 . I£?iJ#-*§- : 1 * BW* : 3 ItLtz.m&m'Hr : 8 T'^^WT^ 
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mm^/^y (acth) smfcmm. 

13. mm-*-. i> 3iziznmmm-%-: 8x*m^mT^ym 
mmmib, &?mmcfe. mmmmtim. mmwmm. MLteMu 

14. mMt&tb&mMtt : 1, @E3W§-: 3*fcttia^iJ#-^ : 8T**£*L 
57^/ ^MB^J t IB— 1> U < (4HfWI^-©7 5 y HKWI«:^*rf-* GS 6 

%b<fi?£te<ffc, M»A»W«*A^E-^ (ACTH) ^»^iJStt, ^y-fen 

1 5. IS?"J## : 1 s iE^J## : 3*fcttE^!l#* : 8 f*^57 5 7 

17. IB7!I#-J§-: 1. eai##: 3 £ fcteIBJiJ#-^ : 8tUtl57>;;iia 
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iM*/^^ (AC TH) ^IKttlfWSUo 

1 8 . IB?"J#-§- : 1 s BB^iJft* : 3 *fcttK?IJ## : 8 -CJfcStbST 5 ^ WB 
^1 1 m ^ b < f4H5t^fcPJ-©T 5 / SHEW****-* GS6«*«iHr 

5#y^^w^K*^u-c>fcs*^i?5, OTjfiL^, ttJDWfc> afrMSfc 

2 0 . gB?iJ#^" : 1 . IH^J*-^- : 3 S&ttKWI*-* : 8 X*m£ftZ>T% /^@B 
S^y^^v^K^^urftSWWftfWMK*^*^ (AC TH) £»*H 

Mo 

2 3. BB?U##: 1, BB^lJ##: 3 *fcl±ffi?!!#* : 8T?#$;txST5 /HE 
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m-mmm* isamm. -oxv^t w^-, mm^m. mmmm. >m&mm 

2 4 . : 1 , IB?lJ#-*§- : 3 **:W:E?lJ## : 8 X*mtSthZT /SHE 

2 5 . gH?lJ#-§- : 1 , 1H?IJ## : 3 £fcttEyiJ#* : 8 ^^^57 5 /g^BB 

±&&=*\)T'r h-^, #l§tt^> 

m&s &ft\§E.mtm, nmwsmxm* ^jktt^jk, msam^ 

^ WHS, S*. «r«Jfi«» ttfe I|lj7WV^tfcli7t7^ 

2 6. IE?!l#-i§-: 1> SE^IJ##: 3 * 7USIB?IJ#^- : 8 f^tbST 5: /HE 
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10 3&a9J»AWW»*^^ (AC TH) #$MS«Jo 

2 9. @a^J#^: 1> @B?IJ#^: 3 ^fctt@B^iJ## : 8t«Sn*75yiB 

15 gufcfe-**** *W»A* iMMMS**** K-*** 

mjttttt*, «*tt*w** ifrpowm war*, if 

JWMIJ** *WSMfc*U Mfi#»fc* 

bums*** wsoswfe^e. awa* *w 
20 ACTH^m ***** «u* wirv- 

3 0. 1> B*»*: 3 8t«^5T5/iB 

K Tiffli^ ^> MtMPMK ffBft* <8iL** 
^ tw ^>_ n jjj§Jtt«tt, MiSMU tffflMM. *>f ^ y ^JhSE, *JM» 
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m t m— h u < izmm&j k: iai— © r $ / mmm sgi^ v-t 
^^ACTHiMi, ^y^^#!> Ague, mmmm&nmm*^ m 
is4fmm&> mm&.m.(omm, tsttMfiisy ^#^y^ h— 5**. 

3 3 . gE?l]#-£- : 1 „ BB?!l#-§- : 3 *fcW:BB?lJ## : 8 t^^tl57 5 /MB 
3 4. IB?iJ#-f§-: 1, g3?U#-S§-: 3 *fc»±EJU#-§- : 8 -CS£*l3T ^ y MSB 
3 5. IB?IJ#-S§- : 1 % IH^JS-^- : 3 £fctt:iE?iJ#-S§- : 8 T'*^il57 5: 7 ^SE 
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.5 # y * ^ va-^ f i Knsms&i * fc b"c ft s * f ^ 

^U^-Ki^b-CftSWW&KJW**^*^ (AC TH) ^««Jo 
5 3 6. gB?'J#^ : 1 > K?!l#* : 3 *fc«@B^J## : 8 X»m&tlZ>T % /ME 

5 *° y k t ftiaa£BB^* r±* £*a lt ft * # y * 

io tttt& y WW* JWHSWfiWK*. IM^ 

xm. mwnmrnm. m^n^ mmm^&. m&m. 

is £AfcJ:5W*W#$tetiM& ACTHli« &m$k, W 

3 7. @B^iJ#-§-: Is mm'Hr- 3*fcttE?!I##: 8 tg^57 3; /SISE 

3 8. W&m^ : 1 x E2W# : 3*fci3SW»* : 8 -e^£*tST 5 /BftE 
3 9 . @B^J## : 1 , W&m^ : 3 * fefiiS^J## : 8 -e* £ tL5 T 5 / 8£ia 
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*«r^u-c«;59J»&IWaJ»*/we^ (acth) &$mMMa 

4 0 . |S?iJ## : 1 > ia^J## : 3 : 8 "C^^ixST 5 / 5&B 

4 1 . @a^ij#-i- : 1 „ : 3 ]£fctegS?lJ#-§- : 8 X'gt&tlZT ^ S SftlB 

4 2 . IB?IJ## : 1 , Ma^lJ#^- : 3 * 7UiIB?iJ## : 8 T^^ttS T 5 J EfclB 

4 3 . gfi?iJ#-5§- : 1 , Mmtt : 3 * fcttEW-* : 8^^575/ W®& 
m t El— 1> b < {4H«W^EJ— ©7 5 y IfeiB^JSr-g'^r-t-* GI6S*SS l^ir 

iS^^u-ote-SiiJWAWjWSfc^/we^ (ACTH) ^{SiS^Jo 

4 4 . IH?iJ#-5§- : 1 > IE^IJ#-^ : 3 * tc f3:IS?!l#-*§- : 8 -C*£*b5T ^ 7 

mnmxm. &M9m&. mmm'pm. m&m, w^&^fWu 
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: s-e^^tu^r^y ^ia^ij to- t> u < «*it«jK:iHi-©T s j m 
4 6. mmm. mmmt. m^^n'mmm^m • j&**a-o 

47. W^W«i3W-ejfo«t»*^4 5lB4t0*U. 

4 8. B>JW*«*>J*^^^ (ACTH) #SBWflJSdT?fc5»3fc«4 5lB*c<£> 

4 9. ACTH0^J31*. ^j/^V^ «ifeffi, iBE»tfe9JW&K««B^s 

5 0. MWAJDWifc^A^e^ (acth) ^MB*WW*n?4>*«l3ie5[4 5|B«fe^> 
5 1. ntfLtt^iC^-L-X, (i) SH3WI-: 1, SB^iJ#-^ : 3*fcttffi5?U#* 

ii) IB^IJ#^- : Is SB?iJ#-§-: 3*fettS^>J#-^: 8 Tr*$tt5T 5 ^ Bftffi^J 

tfy**W-^K, £fcte (iii) IE?U#-5§-: 1> B0»-»: 3*fettBB?>J#* 

5 2. M«i^LT, ( i ) ffi?U## : 1 , BB?IJ## : 3 £ fc teIB?"J#-5§- 
: 8 -c* &tiZ>T 5; y m@a^iJ i: TO — U < filUfCtfj K TO— <£> r 5 </ BfeBB?U £r^- 

ii) I2^J#^- : 1, SB?iJ##: 3 ^fcftgB^J*^- : 8 X~m£tlZ>T 5 7^IB^J 
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/tfyj^I^-^K, (iii) B?IJ##: Is E7!l##: 3 Ti; »E#l#-£ 

gtj*^s#i-5r hw^aim 

5 3. BifLW^KStLT, (i) 1B^J##: 1, SB?iJ#-5§- : 3 £fcteia?iJ#-5|- 
ii) E#l#-J§-: 1, Sfi3FlJ##: 3 l£ fc {*1H^J#-^ : 8 "C^tL^T % SWmn 

tm—h^<tenmm^m—(D7^;mmm&^i-zGm&w^^ J t'7 

^ypC^U^-^K> (iii) IB?"J#-*§-: 1. E?lJ#-i§-: 3 £fcteia?"J#-8- 

^i^-^-r^-^^^m^i-^S'JW^M^M^^^ (AC TH) ^#5«iJ 
5 4. nffLI&W^LT, (i) IE?iJ#-§" : 1, IB?U#-*§- : 3*fc«SB^i#-^- 

ii) 1B^IJ#-^: 1> E?U##: 3 3;fcte:@B?iJ#^- : 8 X'^^tbST 5 / &BB?U 
4: i> U < f«Sf W 7 m@E^J Sr^-f- 5GIS Hr 7° 

7Ky^^l/^h\ (iii) SH^iJ#-§-: 1, E?H#-* : 3 £fcteIB?iJ#-S§- 
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5 5 . m%wiWKttvx. ( i ) @b?u## : i , m&m-w 3 ^tcmmm^r 

-tZtfifc. (ii) IB?iJ#-*§-: 1, ia^iJ#-^-: 3 £fcte@B?iJ#-§- : 8-?*£*l6 
T 5; y ^SB^iJ £ HO— % b < teUfflftKiPl— <DT ^ 7 ^SB^J^-a^-t-S GI6f 

^5^°y^^U^K> £fcte (iii) BB?U#-S§-: 1. IB^J#-i-: 3£fc{iIB?lJ 

:8tt^75y g£ia?ij t h b < in m—o 75; ^ss?"j 
ff^&M i^-fe ^ — ^ e ® * fc (i <^{c:*W- 57y^^= 

5 6 . mzimm^MisX, ( i ) : 1 . m$m-%r : 3 *fcr4KW»* 

-rS#L#\ (ii) MB?"J#-*§-: 1> IB?iJ#-5§- : 3 £ ttBB?!l## : 8T?&£*l5 
ft5*°l)J2^ W"^K> £fcte (iii) iB5»#*: 1, IB?"J#-5§- : 3£fcteIB?lJ 

: 8-c^$tt§T5 / mia^j t m— t> u < Km— (otk/ mmn 
^t5Gies*tsv-fe^?-iei*fc^^ii^t57y^^ 

5 7. Hft?L!ft#>(~*f Lt, ( i ) @B?iJ#-§- : 1 > Ei#l## : 3*fcttK?d#* 

: 8 -e^ $ r $ / mBB^ij £ pi— t> u < i4ifWtin-©7 5 / ®?ia?ij&-£ 

t5ft#, (ii) IB^iJ#-^: 1, |E?!I## : 3*fcttE?!l## : 8-Ci^£*l3 

75/ mwim t m - h u < rausc w i^-©7?; kbb^u zttT sgisi 
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*53j?y^^V^K, (iii) @B^iJ#-§-: 1 % SB^J#^- : 3*fcttE?!l 

#-i§- : 8 X*m $ *L5 7 5: J W$m t R— 1> U < tt^Slf Wfc HI— ®7 ^ / fi£@H?'J 

* h©^**tft#i-^ct*w»^i-«B«W-ft«*"J**/^> (ACTH) 

5 8 . m^mmrnvx, ( i ) mm^ - i , @e>«-*§- : s *fcr4K?ii#-* 

(ii) ga?IJ##: 1. SH?lJ#-^: 3^fc«lB?iJ## : 8"e*£*b* 
frS^y;*^ l^h^h\ (iii) 1, SB?iJftH§- : 3 •£ fctelH^'J 

&<sm-r z> g s e nr:/* a jc * <£>i£{c*t-r 5 r > * =*- 

^5t-r-5fc*0 (i) IB^iJ##: 1, 1H^J##: 3 £fcfiiayiJ#-J§- : 8ft^ 
eSC^MH-:/* — I6f, -fcO«S5^y^K*fctt-t<z>«L (ii) ia^J# 
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h\ (iii) 1, : 3 *fc«gB^J#-^ : 8T?S* 

5 *l£ r ? y m%m t m— h u < u^t^-©7 s y SHE^jsr^-rs gi 
6 o . ^ h w^pi5^j^ssiit-rs/c«)^ ( i ) sa?ij## : i > m?m-s§r 3 * 

10 t±-t<Z>ift, (ii) 1, |B^lJ#-8-: 3 : 8"e^$tL-5 

KSr-g-^-rS^y h\ *fefi (iii) fB?U#-§- : 1. @H?iJ#-§- : 3* 

15 y|6S^4rtlrtSGaSR*«i!v-fe^-iefl!:#t57^ b^ft 

6 1. BUWAKiW**/^^ (AC TH) ^»WJ^5t-r5fcfeO (i) 
lfl#l#-i§- : 1 , @B?iJ#-5§- : 3 £ ttE?U#-*§- : 8 X*miS*hZ>T 5 y ^iS^iJ fc P 

- % l < k pi - <d r % y ^sa^j «rg-*n- soia ® si 7 * — 

20 IS1 *©«K^<^K**:tt«to4lt, (ii) SB?iJ## : 1. IB^J#^- : 3 

5 y msa^J ^-a-^r-r 5GI6 K#&m ^y^-ieftfc^ o^p^t 9 ^- 

— K-r§7jfy^^ F£^^i-37tfy^ W-^- h\ icfcfi (iii) 

@E?IJ#-5|- : i % : 3 *fcttE^J»# : 8 "e^^ixST ^ y miB?'J£ ID 
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^(DUft^J-Y^tclttVM., (ii) WZm^: 1. BH^i#^- : 3 £ 

y ^6e?ij&^rr& Gseir^s! w-fe —a e srs ,fctt*«>»^^ k 

^=r^-Ki-5^y5Ci> i^^K*r£%i-<5#y** w^-^-K. (iii) MB 

e 3 . hew^^hs • i£mM*mm~rz>tcib<D ( i ) mpm-^ 1 % 
: 3£fcraia?"j#-*§- : 8-c*$^lst5 y&iaju^p— tiXHtsmwaiciHi— 
^ y«iK9JSr^^sGaesr*«sii^fe^— ae«^ 

K*fctt*©»lc**1-aSM*\ (ii) m&m-%-: 1, HERB*-* : 3 £fcf*gE?U 

5r^-r-5Gae«*^^^^-ae«*fc«^ogiJ4>-<^ K£r=- k 
^(D— n&-£ 7 frvxti:z>tfvx'?\s*^}*, *fc« (iii) bb#i#*: is sa^u 
m-<o t ^ y ^la^ij g a a sc*^§i iht ^ -a e RK*i~r s t v 

^rf^* baffle 

6 4 . * h u^mmM&mmi-ztztbfD ( i ) iaM## : 1 . m^m^r ■. 3 s 
fc«MH^j#-^- : 8 -c-^ zth&T 5 y ^sa^ij t m— l < temmfoizm— <r>r ^ 
/sfflB3Risr^-r«Gae«*«si^-fe^^-ae«^ K*fc 

f±^cDi^c2^5fct#:, (ii) SB^J##: Is SB^IJ#^-: 3*fc«IB^I#^-: 

•f-SGaeK^M^-fe^^-aeK^/cfi^oifp^^ k&=— Kts*° 

^^^TU-C^S^y 3** h\ *fctt (iii) 1, SB^J#-^: 
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6 5. M»AWW**A-E-V (AC TH) &mimM*M&r**.*><0 (i) 
S6ICs ^OlHS^T 0 ^ K**:***®*^*^"*^^ (ii) BWI##: 1, 

iii) SB?lJ#-i§-: 1, @B^iJ#^: 3 *fcttfiB?!l#* : 8 Tf***L*T5 /BfcEW 

15 Mftft, w^m, iwwwfeiiiwie. k-v** tra^ 

ramaarpifc. msm-xm&s mno^mmmf^ mmmz> *mm* iff 

«3E, aWII*, #38ttWt:ffi. mfia£&2>^ 

iii) E*J##: 1, ia^J#^: 3 £fcte@H?U#-S- : 8 tbST 5 /^IB^J 
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6 7. IE?IJ#-J§-: 1> m&m-%-: 3 3; tc teIfi?"J#-§- : 8t*^^57^® 

mmmm. mmmmn. v ^Mm. *ffas, 
^»»*t> u< B«at»&A<0TO • f&*ss. * b ^ntsis. (ho 

M»A»W«*^e^ (ac th) ftwmffim, Uv) acthIM, * 
®©gga&© to • thmm* (v) igttiwtisy *-^s itttxyr^h 

AttJT&* «J3mfP^, ti1£Jffifc> Jf03k JWM^ 

mtkmrnmizzzmmmmmm. acthws^ 

6 8 . ia^(J#-^ : 1 . £M##* : 3 * fc ttIEW# : 8 t*^$ti57 5 7®? 

i?^*— ^eSC^fcte-e©^^^;: b&Wmk-f-Z, (i) 

jfejfe, SbAfti&fcx SfciC,se**i«:'C?jKaS©TO-?&8flil % (ii) xh\s*Mffi 

m. (iii) MW&KJW«*A-eV' (A C TH) toWtoMMs £fcfi (iv) AC 
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6 9 . @B?IJ#^ : 1 s BW»* : 3 £fcttK?lJ#-* : 8 X'S^^^T 
•?&^m> (ii) *hUXWmm. (iii) WWftWW**^*^ (AC TH) 

fijfc.^. Rtty^M, ftttW»*&W*»F^ WW*»£fHk **** 

* ©»a*«rW3ei- 5 ^ t «r<w* ^ -r 6 7-6 9 

7 1. ( 1 ) ( i ) EW#* : 1 . : 3 £fcteIE?"I#-S§- : 8 

r =• / wtmm t m- i> u < tt*K«j»-w-©r s / b*kw * g s 

r* (*3£TJ*) (ii) BB^J#-^: 1> E#BH§- : 3 *^J4Ba^J#* : 8-C&fc>£ 

t (2) (i) **** ittWBPMF. ^^^> 
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mmmw. c&MMk 4^^vyr wv^-, mumm. m&m& 

OW-f&^s (ii) * M^fSS&MS, Uii) BJW^JWnfiR*/^^ (AC 
TH) ^Pti5^> (iv) ACTHtMi, * y^MHs m&fc. ttlStt 
Bd»A««»T:^ ttfmSIs ffrfW 2 ^ 

jtrkse* awMt*. *fiM*«i*. &5s&ffikm, nmissB2j&* mw#m. 
mm. m&Ltim&L. iimm£'p&. mmm. s&^iusaMu stum, m&v 

7 4. IB?lJ#-5§-: 9^£;ft3iMgE?lJ/5>£>fr3DNAo 

7 6 . 7 5 * -t«i^fcii^fc 

m i^-fe — a sir* fc f«<o*£££fftit- u#> s - £ &mwt t -r 5 W!#5 7 2 
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SEQUENCE LISTING 
<110> Takeda Chemical Industries, Ltd. 
<120> Novel Screening Method 
<130> 3136W00P 
<150> JP 2003-010001 
<151> 2003-01-17 
<150> JP 2003-104540 
<151> 2003-04-08 

<150> JP 2003-194497 

<151> 2003-07-09 

<150> JP 2003-329080 

<151> 2003-09-19 

<160> 22 

<210> 1 

<211> 361 

<212> PRT 

<213> Human 

<400> 1 

Met Ser Pro Glu Cys Ala Arg Ala Ala Gly Asp Ala Pro Leu Arg Ser 

5 10 15 

Leu Glu Gin Ala Asn Arg Thr Arg Phe Pro Phe Phe Ser Asp Val Lys 

20 25 30 

Gly Asp His Arg Leu Val Leu Ala Ala Val Glu Thr Thr Val Leu Val 

35 40 45 

Leu He Phe Ala Val Ser Leu Leu Gly Asn Val Cys Ala Leu Val Leu 

50 55 60 

Val Ala Arg Arg Arg Arg Arg Gly Ala Thr Ala Cys Leu Val Leu Asn 
65 70 75 80 
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Leu Phe Cys Ala Asp Leu Leu Phe He Ser Ala He Pro Leu Val Leu 

85 90 95 

Ala Val Arg Trp Thr Glu Ala Trp Leu Leu Gly Pro Val Ala Cys His 

100 105 110 

Leu Leu Phe Tyr Val Met Thr Leu Ser Gly Ser Val Thr He Leu Thr 

115 120 125 

Leu Ala Ala Val Ser Leu Glu Arg Met Val Cys He Val His Leu Gin 

130 135 140 

Arg Gly Val Arg Gly Pro Gly Arg Arg Ala Arg Ala Val Leu Leu Ala 
145 150 155 160 

Leu He Trp Gly Tyr Ser Ala Val Ala Ala Leu Pro Leu Cys Val Phe 

165 170 175 

Phe Arg Val Val Pro Gin Arg Leu Pro Gly Ala Asp Gin Glu He Ser 

180 185 190 

He Cys Thr Leu He Trp Pro Thr He Pro Gly Glu He Ser Trp Asp 

195 200 205 

Val Ser Phe Val Thr Leu Asn Phe Leu Val Pro Gly Leu Val He Val 

210 215 220 

He Ser Tyr Ser Lys He Leu Gin He Thr Lys Ala Ser Arg Lys Arg 
225 230 235 240 

Leu Thr Val Ser Leu Ala Tyr Ser Glu Ser His Gin He Arg Val Ser 

245 250 255 

Gin Gin Asp Phe Arg Leu Phe Arg Thr Leu Phe Leu Leu Met Val Ser 

260 265 270 

Phe Phe He Met Trp Ser Pro He He He Thr He Leu Leu He Leu 

275 280 285 

He Gin Asn Phe Lys Gin Asp Leu Val He Trp Pro Ser Leu Phe Phe 
290 295 300 
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Trp Val Val Ala Phe Thr Phe Ala Asn Ser Ala Leu Asn Pro He Leu 
305 310 315 320 

Tyr Asn Met Thr Leu Cys Arg Asn Glu Trp Lys Lys He Phe Cys Cys 

325 330 335 

Phe Trp Phe Pro Glu Lys Gly Ala He Leu Thr Asp Thr Ser Val Lys 

340 345 350 

Arg Asn Asp Leu Ser He He Ser Gly 
355 360 

<210> 2 
<211> 1083 
<212> DNA 
<213> Human 
<400> 2 

atgtcccctg aatgcgcgcg ggcagcgggc gacgcgccct tgcgcagcct ggagcaagcc 60 
aaccgcaccc gctttccctt cttctccgac gtcaagggcg accaccggct ggtgctggcc 120 
gcggtggaga caaccgtgct ggtgctcatc tttgcagtgt cgctgctggg caacgtgtgc 180 
gccctggtgc tggtggcgcg ccgacgacgc cgcggcgcga ctgcctgcct ggtactcaac 240 
ctcttctgcg cggacctgct cttcatcagc gctatccctc tggtgctggc cgtgcgctgg 300 
actgaggcct ggctgctggg ccccgttgcc tgccacctgc tcttctacgt gatgaccctg 360 
agcggcagcg tcaccatcct cacgctggcc gcggtcagcc tggagcgcat ggtgtgcatc 420 
gtgcacctgc agcgcggcgt gcggggtcct gggcggcggg cgcgggcagt gctgctggcg 480 
ctcatctggg gctattcggc ggtcgccgct ctgcctctct gcgtcttctt ccgagtcgtc 540 
ccgcaacggc tccccggcgc cgaccaggaa atttcgattt gcacactgat ttggcccacc 600 
attcctggag agatctcgtg ggatgtctct tttgttactt tgaacttctt ggtgccagga 660 
ctggtcattg tgatcagtta ctccaaaatt ttacagatca caaaggcatc aaggaagagg 720 
ctcacggtaa gcctggccta ctcggagagc caccagatcc gcgtgtccca gcaggacttc 780 
cggctcttcc gcaccctctt cctcctcatg gtctccttct tcatcatgtg gagccccatc 840 
atcatcacca tcctcctcat cctgatccag aacttcaagc aagacctggt catctggccg 900 
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tccctcttct tctgggtggt ggccttcaca tttgctaatt cagccctaaa ccccatcctc 960 
tacaacatga cactgtgcag gaatgagtgg aagaaaattt tttgctgctt ctggttccca 1020 
gaaaagggag ccattttaac agacacatct gtcaaaagaa atgacttgtc gattatttct 1080 
ggc 1083 
<210> 3 
<211> 361 
<212> PRT 
<213> Mouse 
<400> 3 

Met Ser Pro Glu Cys Ala Gin Thr. Thr Gly Pro Gly Pro Ser His Thr 

5 10 15 

Leu Asp Gin Val Asn Arg Thr His Phe Pro Phe Phe Ser Asp Val Lys 

20 25 30 

Gly Asp His Arg Leu Val Leu Ser Val Yal Glu Thr Thr Val Leu Gly 

35 40 45 

Leu He Phe Val Val Ser Leu Leu Gly Asn Val Cys Ala Leu Val Leu 

50 55 60 

Val Ala Arg Arg Arg Arg Arg Gly Ala Thr Ala Ser Leu Val Leu Asn 
65 70 75 80 

Leu Phe Cys Ala Asp Leu Leu Phe Thr Ser Ala He Pro Leu Val Leu 

85 90 95 

Val Val Arg Trp Thr Glu Ala Trp Leu Leu Gly Pro Val Val Cys His 

100 105 110 

Leu Leu Phe Tyr Val Met Thr Met Ser Gly Ser Val Thr He Leu Thr 

115 120 125 

Leu Ala Ala Val Ser Leu Glu Arg Met Val Cys He Val Arg Leu Arg 

130 135 140 

Arg Gly Leu Ser Gly Pro Gly Arg Arg Thr Gin Ala Ala Leu Leu Ala 
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145 150 155 160 

Phe He Trp Gly Tyr Ser Ala Leu Ala Ala Leu Pro Leu Cys He Leu 

165 170 175 

Phe Arg Val Val Pro Gin Arg Leu Pro Gly Gly Asp Gin Glu He Pro 

180 185 190 

He Cys Thr Leu Asp Trp Pro Asn Arg He Gly Glu He Ser Trp Asp 

195 200 205 

Val Phe Phe Val Thr Leu Asn Phe Leu Val Pro Gly Leu Val He Val 

210 215 220 

He Ser Tyr Ser Lys He Leu Gin He Thr Lys Ala Ser Arg Lys Arg 
225 230 235 240 

Leu Thr Leu Ser Leu Ala Tyr Ser Glu Ser His Gin He Arg Val Ser 

. 245 250 255 

Gin Gin Asp Tyr Arg Leu Phe Arg Thr Leu Phe Leu Leu Met Val Ser 

260 265 270 

Phe Phe He Met Trp Ser Pro He He He Thr He Leu Leu He Leu 

275 280 285 

He Gin Asn Phe Arg Gin Asp Leu Val He Trp Pro Ser Leu Phe Phe 

290 295 300 

Trp Val Val Ala Phe Thr Phe Ala Asn Ser Ala Leu Asn Pro He Leu 
305 310 315 320 

Tyr Asn Met Ser Leu Phe Arg Asn Glu Trp Arg Lys He Phe Cys Cys 

325 330 335 

Phe Phe Phe Pro Glu Lys Gly Ala He Phe Thr Asp Thr Ser Val Arg 

340 345 350 

Arg Asn Asp Leu Ser Val He Ser Ser 
355 360 

<210> 4 
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<211> 1083 
<212> DNA 
<213> Mouse 
<400> 4 

atgtcccctg agtgtgcaca gacgacgggc 
aatcgcaccc acttcccttt cttctcggat 
gtcgtggaga ccaccgttct ggggctcatc 
gctctagtgc tggtggcgcg ccgtcggcgc 
ctcttctgcg cggatttgct cttcaccagc 
actgaggcct ggctgttggg gcccgtcgtc 
agcggcagcg tcacgatcct cacactggcc 
gtgcgcctcc ggcgcggctt gagcggcccg 
ttcatatggg gttactcggc gctcgccgcg 
ccgcagcgcc ttcccggcgg ggaccaggaa 
cgcataggag aaatctcatg ggatgtgttt 
ctggtcattg tgatcagtta ctccaaaatt 
cttacgctga gcttggcata ctctgagagc 
cgactcttcc gcacgctctt cctgctcatg 
atcatcacca tcctcctcat cttgatccaa 
tcccttttct tctgggtggt ggccttcacg 
tacaacatgt cgctgttcag gaacgaatgg 
gagaagggag ccatttttac agacacgtct 
age 

<210> 5 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 



cctggcccct 


cgcacaccct ggaccaagtc 


60 


gtcaagggcg 


accaccggtt ggtgttgagc 


120 


tttgtcgtct 


cactgctggg caacgtgtgt 


180 


cgtggggcga 


cagccagcct ggtgctcaac 


240 


gccatccctc 


tagtgctcgt cgtgcgctgg 


300 


tgccacctgc 


tettctaegt gatgacaatg 


360 


gcggtcagcc 


tggagegcat ggtgtgcatc 


420 


/« rv #t v\ st r*r g~r *~r r*% 

gggcggcgga 


cucaggcggc acxgcxggcx 




ctgcccctct 


gcatcttgtt ccgcgtggtc 


540 


attccgattt 


gcacattgga ttggcccaac 


600 


tttgtgactt 


tgaacttcct ggtgccggga 


660 


ttacagatca 


cgaaagcatc geggaagagg 


720 


caccagatcc 


gagtgtccca acaagactac 


780 


gtttccttct 


tcatcatgtg gagtcccatc 


840 


aacttccggc 


aggacctggt catctggcca 


900 


tttgecaact 


ctgccctaaa ccccatactg 


960 


aggaagattt 


tttgetgett cttttttcca 


1020 


gtcaggcgaa 


atgacttgtc tgttatttcc 


1080 



1083 
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<400> 5 

gctgtggcat gcttttaaac 20 
<210> 6 
<211> 20 
<212> DNA' 

<213> Artificial Sequence 

<220> 

<400> 6 

cgctgtggat gtctatttgc 20 
<210> 7 
<211> 30 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 7 

agttcatttc cagtaccctc catcagtggc 30 

<210> 8 

<211> 361 

<212> PRT 

<213> Rat 

<400> 8 

Met Ser Pro Glu Cys Ala Gin Thr Thr Gly Pro Gly Pro Ser Arg Thr 

5 10 15 

Pro Asp Gin Val Asn Arg Thr His Phe Pro Phe Phe Ser Asp Val Lys 

20 25 30 

Gly Asp His Arg Leu Val Leu Ser Val Leu Glu Thr Thr Val Leu Gly 

35 40 45 

Leu lie Phe Val Val Ser Leu Leu Gly Asn Val Cys Ala Leu Val Leu 
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50 55 60 

Val Val Arg Arg Arg Arg Arg Gly Ala Thr Val Ser Leu Val Leu Asn 
65 70 75 80 

Leu Phe Cys Ala Asp Leu Leu Phe Thr Ser Ala lie Pro Leu Val Leu 

85 90 95 

Val Val Arg Trp Thr Glu Ala Trp Leu Leu Gly Pro Val Val Cys His 

100 105 110 

Leu Leu Phe Tyr Val Met Thr Met Ser Gly Ser Val Thr He Leu Thr 

115 120 125 

Leu Ala Ala Val Ser Leu Glu Arg Met Val Cys He Val Arg Leu Arg 

130 135 140 

Arg Gly Leu Ser Gly Pro Gly Arg Arg Thr Gin Ala Ala Leu Leu Ala 
145 150 155 160 

Phe He Trp Gly Tyr Ser Ala Leu Ala Ala Leu Pro Leu Cys He Leu 

165 170 175 

Phe Arg Val Val Pro Gin Arg Leu Pro Gly Gly Asp Gin Glu He Pro 

180 185 190 

He Cys Thr Leu Asp Trp Pro Asn Arg He Gly Glu He Ser Trp Asp 

195 200 205 

Val Phe Phe Val Thr Leu Asn Phe Leu Val Pro Gly Leu Val He Val 

210 215 220 

He Ser Tyr Ser Lys He Leu Gin He Thr Lys Ala Ser Arg Lys Arg 
225 230 235 240 

Leu Thr Leu Ser Leu Ala Tyr Ser Glu Ser His Gin He Arg Val Ser 

245 250 255 

Gin Gin Asp Tyr Arg Leu Phe Arg Thr Leu Phe Leu Leu Met Val Ser 

260 265 270 

Phe Phe He Met Trp Ser Pro He He He Thr He Leu Leu He Leu 
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275 280 285 



lie Gin Asn 


Phe Arg Gin Asp Leu Val He Trp 


Pro Ser Leu Phe Phe 




290 




295 




300 




Trp Val Val 


Ala Phe Thr Phe Ala Asn Ser Ala 


Leu Asn Pro He Leu 




305 


310 


315 


320 




Tyr Asn Met 


Ser Leu Phe Arg Ser Glu Trp Arg 


Lys He Phe Cys Cys 






325 




330 


335 




Phe Phe Phe 


Pro Glu Lys Gly Ala He Phe Thr 


Glu Thr Ser He Arg 






340 


345 


350 




Arg Asn Asp 


Leu Ser Val He Ser Thr 






355 


360 








<210> 9 












<211> 1083 












<212> DNA 












<213> Rat 












<400> 9 












atgtcccctg 


agtgtgcgca 


gacgacgggc 


cctggcccct 


cgcgcacccc ggaccaagtc 


60 


aatcgcaccc 


acttcccttt 


cttctcggat 


gtcaagggcg 


accaccggct ggtgctgagc 


120 


gtcctggaga 


ccaccgttct 


gggactcatc 


tttgtggtct 


cactgctggg caacgtgtgt 


180 


gccctggtgc 


tggtggtgcg 


ccgtcggcgc 


cgtggggcga 


cagtcagctt ggtgctcaac 


240 


ctcttctgcg 


cggatttgct 


cttcaccagc 


gccatccctc 


tagtgctcgt ggtgcgctgg 


300 


actgaagcct 


ggctgctggg 


gcccgtcgtc 


tgccacctgc 


tcttctacgt gatgaccatg 


360 


agcggcagcg 


tcacgatcct 


cacgctggcc 


gcggtcagcc 


tggagcgcat ggtgtgcatc 


420 


gtgcgcctgc 


ggcgcggctt 


gagcggcccg 


gggcggcgga 


cgcaggcggc gctgctggct 


480 


ttcatatggg 


gttactcggc 


gctcgccgcg 


ctgcccctct 


gcatcttgtt ccgcgtggtc 


540 


ccgcagcgcc 


ttcccggcgg 


ggaccaggaa 


attccgattt 


gcacattgga ttggcccaac 


600 


cgcataggag 


aaatctcatg 


ggatgtgttt 


tttgtgactt 


tgaacttcct ggtaccagga 


660 


ctggtcattg 


tgatcagcta 


ctccaagatt 


ttacagatca 


cgaaagcctc gcggaagagg 


720 
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cttacgctga gcttggcata ctccgagagc caccagatcc gagtgtccca gcaggactac 780 
cggctcttcc gaacgctctt cctgctcatg gtttccttct tcatcatgtg gagtcccatc 840 
atcatcacca tcctcctcat cttgatccag aacttccggc aggacctggt tatctggccg 900 
tcccttttct tctgggtggt ggccttcacg tttgccaact ccgccctaaa ccccattctg 960 
tacaacatgt cgctgttcag gagcgagtgg aggaagattt tttgctgctt ctttttccca 1020 
gagaagggag ccatttttac agaaacgtct atcaggcgaa atgacttgtc tgttatttcc 1080 
acc 1083 
<210> 10 
<211> 19 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 10 

gtggtggcct tcacgtttg 19 
<210> 11 
<211> 19 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 11 

cgctcctgaa cagcgacat 19 
<210> 12 
<211> 26 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 12 

caactccgcc ctaaacccca ttctgt 26 
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<210> 13 
<211> 33 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 13 

gtcgacatgt cccctgagtg tgcgcagacg acg 33 
<210> 14 
<211> 33 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 14 

gctagcttag gtggaaataa cagacaagtc att 33 
<210> 15 
<211> 23 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 15 

tccgagtgtc ccaacaagac tac 23 
<210> 16 
<211> 24 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 16 

gactccacat gatgaagaag gaaa 24 
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<210> 17 
<211> 22 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 17 

ccgcacgctc ttcctgctca tg 22 
<210> 18 
<211> 19 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 18 

gtggtggcct tcacgtttg 19 
<210> 19 
<211> 19 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 19 

cgctcctgaa cagcgacat 19 
<210> 20 
<211> 26 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 20 

caactccgcc ctaaacccca ttctgt 26 



WO 2004/065960 PCT/JP2004/000248 

13/13 



<210> 21 
<211> 21 
<212> RNA 

<213> Artificial Sequence 
<220> 

<223> n stands for deoxy thymidine 
<400> 21 

ggaccaggaa auuccgauun n 21 
<210> 22 
<211> 21 
<212> RNA 

<213> Artificial Sequence 
<220> 

<223> n stands for deoxy thymidine 
<400> 22 

nnccuggucc uuuaaggcua a 21 
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